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VNfi^NOyi^i^^^, R^fi^K^lSi^x (CH2) qR7S*>5V^^i (CH2) rCO 

(CH2) pR^m^. Rs\^7i(.mm^. c.-^r/v^/^^m. coR^m^. R^nj^m 

t Kn^'>', T^/. p<^/WT5/. i^T^^/WT^/. 1~31B<0S6^. aSIx 
^^;{>^ e>^(m6--7^ n Jl^^-^tP 5 4> U < 1 ~ 3 ISO^m^^ 

n«0't>U<{ii~3*-CoS!»:^. P i: r ft-etu-?tt^i:L-C0'bU<»ii~4* 



ay:^, c ,_4T/v:3f/wfe6v^«c (o) Rg^x Rgf^iTK^. c ,_4r/i'=3f/vfcsv> 
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H^<2:^M|| 03/101964 -^/^°^:7 W 2/ M^fi, ^ 



Z ;5S y ^/i^S-eajfe$ nfc y V # . B ^(immSSrW Vtz^mm^^ 

\^m&x^ ^h(DXh^ :l t Sr^ttj rttbo^^^^s^v^T5|c^?g^^ bfco 




(I) 
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(I) 

f*¥Ji^'a-:ife«-fiJi^'g'«r^-ro D "C^^ttSfb-g-*^ (SAT. -fb-a^^fe (i) 

[2] A^^JS. 




20 C33 A^/JS, 
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BMifK (1) ^^n^i^m'f-iiXXJ^ 
(2) C,_eT/w=af/vS 

T V >T "b J: 7 3i :=:/WS, 

R^d^ (1) tK^I^^. 

(3) ^ : -(C = 0)-R''\ -(C = 0)-OR='' tjL< « 
-(C = 0)-NR='' R^ 

15 (a) Ti^mm^ 

20 (c) (i) l'^fcn2m(D:i-^y^W.^mtLX^VX\^^XhX<. 

(i i) C,_6T/W^/V-:*/W:^=/^T^ yS> 

(i i i) ^y-i£.-ftni:^-c,_^T/i'^ji'T^y^. ifsiiU 

25 ( i v) Ci_eTy^='^v'S 

(d) Cj-aT/Wa^af-v'S, 
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(f) :»/w^^^/i^M. 

is) C,_6T/V'3:¥'>-;&/i^jj?^/wS. i£.it\t 
(h) C,_6T/^=^f/^-;^^/^^^^^/^S. 

C4D (3R*, 4S*)-l-[ (1 -T-fe^/Wt°--iy i^;/-4 -^/W) ;57/V>J?r^ 
10 /W] -N- [3, 5-t'>^. ( by :7/U;rop<^/W') ^^^i;?/!^] 
3.r::y^f-<y v?^^-4-;3(;/U;J?dM^$ K (lli!g««J3 0) . 

(3R*. 4R*) -N- [3, 5 -\f:^ ( h y 7/V2hn ;^ ^/W) -3 
- (4 -7/w;^i3- 2-^^/1^:7 31 -N-p<^/v-l- [ (5-;r'¥y-4, 
5-v;^t Ko- iH-1, 2, 4- h y ry— /w-s—Y/w) ^^/i'] t'-^yv^i^- 

15 4-:f}/^^^^•i-?. V (^Mm5 4) V 

(3 R*, 4R*) -1- LT^/ {:t^y) T-fe^/V] -N- [3. 5 - 1*;^ 
( h V y/V:tvi ^ ^/W) -^>'i;?/l'] - 3 - ( 4 - -7/^7^x2 - 2 - p< 31^:^/^) - 

N-^^/vf-<y v?l/-4-;!&/W;j?^f-^ K (IIJS««J7 3) . 

(3R*, 4R*) -N*- [3, (h y 'O'v'/W] -3 

20 - (4 -:7/w;^D- 2 -p^f^/p:^^^;^) -N^ - i , 
/WTK^f-^ F (|IJS«^!J7 5) . is^n 

(3R*, 4R*) -1- (N-T-fe^/W^y i^/W -N- [3, 5 - If (hy 
^i^i;?/!^] -3- (4 2 — ;»«<?^/W:73i=/W -N-p< 
^/uf-<y v?>'-4-;)&/^^^1^^ K (IIJS«3|7 7) d^ej^ltfixS'fb-a^l^^fc^-tO 
25 Jte. 

C5] m [ID JSiEmto^b-a-i^oT'p K^2/^. 

[7] ^^^=^^s^«j^^jifijT?fc5^ [6] m^m(^mms 
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10 

EifeSi^A : (l)xM3y:/ig^, (2)=:hP, (3)VT/. (4) 1 J'^V^ b 5l@(^^M3 y V 
jE^^^^LTV^Tt) J:V^C i.eT/V'Sf/K (5) 1 ;feV^L 3i@<^^Na//i/j^^^;^LT 
15 V>T't>iV>C2-67'/l^y::^/V-. (6) b 3 ^(^^nh ^ ^-jj^^^^t LTV^T 1, iV^ 

Ca.eT/W-^^/K (7) 1 >SV^ U 5 {@<Z>^M3 y^'H^^S:^ UTV^T t> J;VnC 3_6 
T/Vde/K (8)Ce_,4Ty-/K (9)C7_,er7/V"^/K (10) t df^i^, (11) 1 /jJ 
V^L3^®<0/^^y>'I^^i^J^LTV^T'b J:V>Ci_6T/l'=i'afv'. (12)Ce-i4^!^ — 
(13)7</^;)&:7'h, (14) 1 ;iv>b 3^(7)/M3y>'J!^^4-%bTV>r t J:v> 

20 c,_6T/i^^/w^;t. (i5)C6-i4^y (i6)r^/. (i7)^y-c,_6r/i- 
^^/I'T^y. (i8)^/-Ce_i4Ty-/wT^ (i9)i;?-Ci_6T/i'^/wT^ y . 

(20) v^-Ce_,4Ty— /WT^/, (21)^/l'^yK (22) Ci.eT/^'^/^-J^/VJiJ?— /K 
(23)C6_,4Ty— /l'-;3?;/V5!K^/K {2A)itj;V^^-^^ (25) C i.^T/^=i^->-^Jl' 
(26) C6-,4T y — /W:^=3ev'-;)5;/V'Xj?^/K (27);^/W<^><yK (28)^;**^ 
25 /U/-^^^/^, (29)^y -C i.eTyU^/U-;^/^^^^^/^, (30) i^- C i _6 T/V-d^/p- . 
^/U/<^y(jU, (31) C6_i4Ty — (32) Ci_6T/^^/w;=<.^^^ = 
/K (33)C6-,4Ty — /K (34)C,_6T>'l'=¥/W^>'l^7-r^/K (35) Ce-w 
T y — >f (36) Jfc/U' ^ /wr ^ y , (37) C ^ _ e TyW"^/w- :*yV';}<=-/^T ^ 
(38)C6-,4Ty>-/W-:*/W5!K=/PT5 (39)C i.aT/W-a^i/— ;^7/W7H:=^/l' 
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T ^ / . (40) C ^.^T fV^)y^7.fVi!!s=.;VT % J ^ (41) Q^.^^T^) '-JV7./Vi!rsz:^jvr 

-t^V. (44) C i_eT/U'3^i^-:*/V7j?n7l^;*-^i^. (45)^/ -C , -eT/V^/W-;* 

T t J:V^ 5 «:V^ U 7Mia5RJ^^^T ^ J . (49)^^i^^iJ;l^t'^mj!l^> efEm^=-&t/ 

^#;^^im^S^ (50) C , _ 3 T/l^^ <t TJ^ (51) y . 
10 B^dS. _h|Eg#iSl^A<^(l)J'jiV^L(50);{^^p5ig(^tt'5 1 J^CV^UaiQc^a^S^^b 
-CV^Tt,J:V>C6_i4Ty -/V-S. ^ fi±IB«g^S«f A <^ iX)f$\^\^ (50) balf^tv 
5 1 /j: V ^ L 3 ^og«IS«:^ LTV>T 'b J: < . ^^I^^fiA^t-. ^^i^^. S^^J!!^ 

15 C^dS, ±|BiSiiSPAW(l)?',eV>U(50);i)^^S(m5 1 ^'jiV^LS^atT^g^S^^U 
TV^T'bJ;V^Ce-l4Ty-/^S> *fe«±IBS#^S«^A(^ (l) /jil^ U (50) 

fcft 6 ^(D^mWmW^-^^ 9 . 
20 R'dS, 

(1) tK^I^^. 

(2) ±i^M^Si^A^3J:t;«ElfeSiS^^bTV^T'bJ;v^^msS (^^«m^Sf*> 

25 v>L4^'^tf 5/j:v^b7M(^^«^^*^c^i^5f#:K^S^SS-efc?>) ;!>^bjl(i 

l/j:VNL3^a(^e^SiS:-?:n^*ix^L-CVNT^J;v\ C i_6r/i-^>'V'^> 

Cz-eT/V-J^^/V-S. C^.^TfV^^J^m. Ca.sV-i^ciT/W^/WS. Ce_,4 

(3) ^:-(C = 0)-R^ -(C = 0)-OR\ -(C = 0)-NR^R\ 



8 



wo 2005/068427 PCT/JP2005/000627 

-(C=S)-NHR2*y5:fi-S02-R'* 

(a) AmM^s 

(c) _L|2Mtfefif¥Ad>^jl(^nS l>fcV^L31@(Z)SmSSrWb•Cl^Tt>J;<^ 

(d) C,_6T/l'=i=3{..>s^ 

(e) ;^7/W/^^^yvS^ 

(f) C i.^r/\^:='^->-:iJ/V'7i^:=-/V'&. ^fcfi 

(g) Ci_oT/w=¥>w-;<7/w^^^/^Sx 

R^'fi 

(b) _bl3fiJftS)B¥Ad>P>S«tt5 l/j^v^b3^@o?S^S^^^b■C^^T'b<t<. 
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>-m-vh^m ci] :siBm(^jb-a^> 

[1 3] A^^S. 




10 Bm-os. (1) ^^^yi^m'f-isxx/ 

(2) Ci.eT/W^/V-S 

15 R'd5, 

(1) 7i<imm^. 

(2) C7_,6T^/^^>'^*. 

(3) l*^lt2l@(7D^:^y^tt^Si: bT^t-CV^T't)J;<. 

(4) : -(C=0)-R2\ -(C = 0)-OR='" 'bU<«-(C = 0)-NR2" R» 
C^t^J. R2- 

(a) TK^i^^^s 

25 (b) :t^y. Ci_eT/U=¥/K C j .eT/V^/V'-:*/^^^/^ 
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(c) (i) :t^y. Ci_6T/W=3f/W. C,_6T/w^/w-;!&/v 
(i i) C ,_6T/V=3{^/W-;*?/V7}?r^/i'r ? 

(i i i) ^y-*fcitv^-Ci_er/v=^/i^T5:/s. i^xx/ 

(i v) Ci_eT/U3^':^S 

(d) c,.^r/\^=i^i^m. 

(e) C ,_6T/w=¥/V'-;!5;/V7K— yS. Cj-eT/v^:^^/-;^;/^)^? 

(f) */W^^^/VS. 

(h) c j_6T/V'^/p-:*/w^^>r/i'S^ 
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5 £X^t::Hl-MifeS<Sr^LTi>-CfcJ:v\ 5ti:\^^'L8M.<of&m^tc\-i^mm^^mmm 

^'^^) . (2)::^ ha. (3)i/Ty. (4) 1 ;:^V^ b 5 1@ (^ff * L < 1 L 3 i@) 

10 /V^r c f^/V'x h y «3 V3 p< f^/l^^ h y P ^ ^/V^ ^f^/W^ 2 - :/ n ^ jif^/K 

2, 2, 2— h y :7>>V::rnai^/K ^^^^^/Vi^o :?^o t^/K 3, 3, 3- 

b y 7/V;;^-t3 zfti f/V, ^ y tf/V, ^^/V. 4 , 4 , 4 - h y '7/l-:tti:f'^/U, 

5, 5, 5- h y ^^v-^K 6, 6, 6 - h y :7/l^;^p^^-WW 

15 ^) , (5) 1 /j:v>b3<@o/Nt3y:^j[^:?.^S:;firu-CV>Ttctv>C2_6T/V"^=^/i^ (00. 

ry/K ^y:/o^=:/K I/t'^/K -iy-fr^iV^ sec-ZfT^^;^. 3, 3, 
3- h y 7/l';^-i3- 1 -7"ci^c^/K 4, 4, 4 - h y 77W:^-|3 - 1 -:/7"=/^^) . 

(6) 1 /j^v^b3fla<^^^o'^^^Jl^<Sr^LT^^l:'b J:v^C2-6^^^^— (^Jv 
/K 7'P/W=¥/K 3, 3, 3 - h y :7/W;r p - 1 

20 Pl^^7K 4, 4, 4- h y 1 -^^^/ua^) , (7) 1 /j:V^ L 5l@ (0* 

'y^ ci y o if'/v^ u :/f^/K n^V'f^/W. i^^ a^^i^/K 4 , 4 —''^^ n 
p v^i? p^df-ix/K 2, 2, 3, 3-7^ h7y/l':^P '>:^P^>'^>'^> 4-^ppv' 

^ p^:^fv'>'i^^) . (8)Ce-i4Ty — y^^/K 1 -■:^-y^>'K 
25 /K t'y3i=y/K 2-Ti^;^ y/w^) , (9)C7_i6Ty/i^=^>'V (^J. ^^-✓'>'K y 
3^^^>'K v*y3i^yV;^^/K 1 -•^y^/W;»< ^/w. 2 — :^y'^/w^ ^/K 2, 2- 
v^y^iri/^jc^/i.^ 3 ^y^i^^/wyp f/K 4-yai— /uy^/K s-yoi— /w^i^ 
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^/W*^) , (10)tKn^'>. (11) 1 ?ifcV^b3l@(^/M3yi^J[l^^^bTV^T'bJ:V>C 
^i/, 2, 2, 2- by T'nxK'aE^v'. >r y:?'o3iK=af'>'. l^h^^i^. 

^ (XZ)^/Vij':fV. (14) l/jrV^L3^@0/^^y:^1^^3r#LTV>T'^><tV> 

f-^^ :su^;v^^^ ^ yzfvi\^;V^:t. Zf'f'/V^:^. 4, 4, 4- > 

y y'/V;rci^^/V'^;^-, ^^^y/V-J-^tm . (15) C g.^^T y -/v^ 

10 ;^ •:^7^/V^;i-^) ^ (I6)r5:y. {11)^ J -C ^_^T?v^;v 

7 3.=/VT^/. 1— :J-7^/wr5y. 2— :h7f-/VT^ y^) . (19)i^-C 

1 _ 6 r/\^^/\^r $ y (^j. ^ ^/v-r ^ y . i;>:n^/vr ^ y ^) . (20) i;?- c « - 1 4, 
ry— /wT^y (^ii. v^^a^^yvr^ y^) ^ (2i);!^/w^/k (22)0 ,^^t/^^^/v- 

15 (^J. T-fe^/K t'^^/V^) \ (23) Cg-i y — 

(««J. ^:^>^>r>'K l-:^7h^/K 2—^7 h^/^^) > (24);?7/W;il?^>', (25) C 
i_6T/i-=3=^v'-;5?;/i'3iJ?^>'^ (^J> y h^-y:^/^^='y^. -f^ 
3i}f#e^;*/V/J?=/K XQxx-'fy^^y^tVi^^jv^') , (26) Ca_i4T y -/w^T^i^-:* 
m. yzt.y^i/t]fvifs-fv^) ^ (27);^7/i-/^^-f'/u. (28)^:^:^/w^'^^ 
20 /K (29)^y -Ci_6T/W'=^/t'-;^7/w^^^/V (^ll, y j^^/v;^ 
/w^^^/v^) , (30)v^-Ci_eT/V'ar/v-:!(;/w^^-r/^ (fi^J^ i^^^/^J^/W^^-f 

>'3i^/W;j5;/W<^>l'/W^ aif^/Wy ^/V*/W^^>r/W^) , (31) C 6_ ^ 4T y — 

, (32) C j _6r/l"¥/v;^/V3i}^^/^ (0!)x 7< ^/V'^^/V*;::^/^ 
25 ^/u;^/l./lNn/W'^) , (33)C6-i4Ty— {m. 7 a.^/WJ^/V':^^^/!-. 
1 _-^;7^y^;;^yV;ij^-y^^ 2 — 7 f^/W-^/l^T^::^/!^^) . (34) Ci-eT/W^/^:^/^^ 
^ =^;V (0»J, p«^/v:x/l^7>f =/K ^f^/^;^/^^ ^^^/W^) H (35) Ce-, 4^ ^''^ 

/u><./P7>f ^/v^) ^ (36) jf;/v 5 ywT ^ y , (37)c,_eT/w^/w-:^/w#:^/>r ^ y 
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^^/WT ^ y (Ms y /i^T 5 / > 2 — ^^^/vj^/^xj^^/ur ^ y ^ i - 

•:^7^y^;^/^Ji^:=/^r ^ y^) > (42) Ci-eT/w^/v-;;^?/!^^!?^/^:^^^ (fi«J. T-fe 
h=3f^v^. :/a tf;*-^/i';r^v'^) . (43) C «_ ^ 4T y — /w-;??/^^}?-/^;*-'^^^ (^J.- 
^>'y>l'/^;^^v-. i-yf-/i':^^i-y^^/v-yi-^>^^) . (44) C i_6r/^=i=¥'>-;^7/i'jJ? 

i^:^/l^7^:=^/l':t^i^^ •:f h^i^:^^^^^^J\^:t^i^^) . (45)^y -C j.eT/W^/l^- 
15 (-e^J. •7a:.=^/ViJ/\^/<=^y( jv:^^'^^ i-7^/V:i!J/Uy<^^/U:t^iy^) . (48) Iffl 

:^^/P;}Nyy, --:^rlM: Kc^Tif t-^-- 1 — T/l-^) . (49)^mi^^^i^i^l-^^J^^^ 

oR^mmmmm& 2-^31:=:/^ 3-^^:^;^/^ 2-t°yi;?/K 3 
-fyi^/K 4-t'yi^/K 2-:¥/y>'K 3-=¥/y>'K 4-^5-/ y/K 5-=¥y 
y/K 8-^yy/K i-^y^yy/K s-^ry^/y/K 4— fy^yy/K 5 
-^y^yy/K i—Y^Ky^K 2->('^Ky/K s— r>^Fy/K 2-^>'>^^ 
25 ryy/w, 2-^:xy [b] ^^ic^/w, 3-^>'y [b] f^^^^^/u, 2-^>'y 

[b] 3— <:^y [b] 77:=^/V^) . (50)Ci_3T/W^^:^i^;^-^i^ 
(M. ;^'^^>^i^:t^-y, . (51);*-^y^*»bilfm5 1 J^CV^ 

b3<il;65^tf btbSo 
AmtLXi-i. m= 1 -Cn = 2-efc5'l>0. fipt>. 
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$>SVMix m=n= 2-Cfc5"b<^. fiP*>. 




0 




6m<^3?#]Km^^s m^^-^. 7y/K ^^^/K t-yv^/K -r5:y>/y/K 
15 bfc(i)~(6o)(^e^sii^^<^)i/jtv^u3^<z)gms3js;ai,.e>tV'5o 

Emit. «^^|$i^TV^T'b J;V>73i=y^SW* b< s (D l^J^V>L3^@<^^^t3 

misxu (2) /Nny>-jgi^ 7ym. urn. B^mm) 
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CWt. (1) ltj:\/^L3m(0^^uy>-m^ (fS^J. yy^. 3!>^ 

rr/i-=3E^/H i:LT{i> 'e?!lxLf^Ci_6T/i^=3f./w mk.\f.. ^^>'K t' 

15 /K ^y:7'otVK ^y>^^/K sec--;^^/K tert-:/^/K ^i^^/i^. ^ 

rr/v>5r^/wj ^bT«. -eajx.f^Cg.eT/W'^^/^ («?il;tri> vf=/K ry/K -r 

y:/ia^^/W, 2-:/^=i/K 3-:/-7^=/K 2-^^/V-2-7'n 

20 V\ 

rr/w^^/wj iUTfi. m^\tCi.^Tjv^:^/v m^\f.. ^^-/K 
^/K 2-zf^==-j'V^ 3-:;^^=^/K 1 -'>-^':^::^>'W^) ^d^^^L 

rry-^wj ^ l-c«. «ajx.f^Ce-i4^J^~''^ y^c^/K \—ry^ 

IV, 2--t-7^/K 2-t'7 2:=y>'K 3-1^7 0:=!;/^ 4-K'7 3i=^!;/K 2- 
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10 ^/K 2-^fc(i3-7yyK l-> 2-*fc:{i3-fa y/K 1 2-:^;fcH3 

^ifvy/K 2-, 4-*fc«5-^r>'y/K 3-, 4-t.iti±5-^ y^ryv 

/V, 3-s 4-*/cf*5-t'7>^y/K 2-, 3-*fc«4-1f^5/y v?^/K 2-, 
4-^fc(i5— r y/K 1-x 2-:^/c:fi4-^ 5^yy v^^/K 1.2,3- 

15 byryy/w. i, 2, 4- b yr^/y/K iH-^fcn:i2H-7^ b7>^y/^^<^j^^ 

^■g^tfSM^S. m:^f£s 2-. 3-^fe«4-fy v?/K N-;^^i^K-2-. 3 
-*fc«4-tf y v^/K 2-. 4-*y5:«5-f y ^v^-^'K N-:^=^^/K-'2-. 
4 - :i fc J* 5 - t° y 5 i/^/V. ^y^^/un-^ y ^yv;}^ y y / . 2 - , 

20 3-*^J*4-f-<y v^/K ^:=i-t°7=/W, 1, 4-:t=^ri^i^^/K l,4-f"7'v?^ 
/K 1.3 -^Ti^=/1^. t'-i^ ^:^=/K h y Ti^^/W. 3 -*fcfi 4 - 1° y ^i^- 
/W. N-^=¥v' K- 3 -*fc«4 - t-y ^i^^/V-^t^^^H^iJA^lJlS^ 

^0^. mmm'^^ts^nmmm'i-A^hmitin^^y'^m'^^ i ?'j:v^L4ji-^tf6M^ 

25 ^:/x-r ^ ^>'y>'K ^/y/K ^y=3^/y>'K :7:?^t^^/^. ^-^>'y^/K 
df-f - y n/u, K y ^✓'^/K y i^^/K 1 , 8 — ^7^y v^^^^^/w v^-<:^>^7 

ibii^m 5 -^-r n J^^ ^ 1 /j: V N L 4 2 ^14^ 3 W&m^^'^ ($f * b < 
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ni;i;5-/K 4, S-i^^tKn-i, 2, 4- MJT^/'y/V^dS^tf P>tb5o 

R'T*;^$tl.6 FTv^/V^J t m^it. ^:-(C = 0)-R\ 

20 -<C = 0)-OR^ -(C = 0)-NR2R\ -(C=S)-NHR2^fcfi 

«Ci_eT/i'ds-/V'S. R^^is^fes^wuTv^T^>J:v^mb7K^s^^t^ie^ftssr^ 

18 
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y':/h'^->^/i^^^/^^ sec-:/ h5^i^:!&/Vx}?^/K tert-:/hdE^ 
15 df>>/V^;5S^tf e>ttSo 

(1) 

(4) ^: -(C = 0)-R=^\ -(C = 0)-OR=^' t>b<»;i-(C = 0)-NR='" R^ 

25 (a) TK^m^s 

(b) :t^y^ Ci-eT/l^'^/K 7rc:=/K C l_6T/^=¥/^-;i7/^^=/^ 
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wo 2005/068427 PCT/JP2005/000627 

(c) (i) :i'^y. Ci_eT7W'ap/K :7ai^/K Ci_eT/i^^/w-;^/i^ 

;J?^/w*5 ct C 1 _ 6 r /i^^/V'- /WTl? n/vr ^ / d> b ® tt 
^5 1 V ^ U 3 UT V J; < . 

^^^^^ 

(i i) Ci-eT/V^/i'-:*/^^— >'^T5y&> 
(i i i) ^/-^fcf^iv^-Ci-eT/V-dE^/V-T^ /S. *5<ttJ' 
10 (iv) Ci.sT/l'^^i^& 

(d) C,_6r/W3=¥V^. 

(e) Ci.eT/W^/W-^/V-JiK^/WT^ C ,_eT/W3 'Sfv'-j^Z/WJ^? 
15 ^tUTV^-Cb J:V^C3_aV^ CT/I^'^/^^^ 

(f ) ;<^/v/^^-r/vS. 

(g) Ci_6r/v=i=¥v'-;5//V'>i?^/^S> *;rc« 

( h ) C , _6 r>'V'¥/w-;*/W'?^>r /vS, 

20 bV\ 

(1) TKl^m^. 

25 fj:\^^L7 M.<D^^m^fc\tt¥^mmmmmm m. Kp-iH-i.2.4-h 

(3) ^ : -(C = 0)-R^' . -(e = 0)-0R2' t> L< fi- (C = 0) -NR R^ 

(a) TK^rn^^ 

20 
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(c) (i) \%it.\t'im<r>iis-^y^WSi^h\.x^\^x\,^xh^<. ^ 

^ iS^y y >'-4— r ^'i^. t"^ y t- n y 

10 1— r/>^^) s 

(i i) Ci.eT/I^'^/^-;*^'^^— -'^T^/S. 

(i i i) ^/-^fcfiv?-Ci_er/V'3f/V'T^/S. *3.tTJ5 

( i v) Ci_6T/W=^'>S 

15 (d) Ci_6r>'v=^'>s> 

(f) j^/u^^^-f /i^-S. 
20 (g) C i_6T>'W=' 

(h) C,_6T/w^/w-;^/w^^>r>'^S^ 

fiflB^i:i»> z^i^^clyi^'fk$nTV^-ct»J:v^Cl_eT/^=3f/^^«^^i-o 
zxn^^^^ ryNay:/>fl:$tt-cv>Ttiv^c,_6T/v^/wSj turf*. i>^cv^ 

Ji^/K a-:^^^^!^^^ 2, 2, 2- h y 7/v;*-P3i^/K ^^^^7 
T'cit'/K 3, 3, 3- h y 7/1^:^-0 7" n f/K -ff- 
4, 4. 4 - b y 7/l-;^ny^yK y:/f^^K sec-^^/K tert-^^/K 
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-^y^^^-^^K ^^i-^V^/K 5, 5, 5- M; 7/l^;^-p^Xf^-'K 
Wb^i^ (I) -1] 




T V ^ T ^ J: V > :7 ai ^ ^ 
[^k^i^ (I) -2] ■ 




B^ds. (1) y^^yym^^xx/ 

(2) C.-eT/U'^/US 
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wo 2005/068427 PCT/JP2005/000627 

T V > T i V 7 3i = /US , 

(1) T^mm^. 

5 (2) Cr.i^T9/^^/^m. 

10 (4) ^:-(C = 0)-R2\ -(C = 0)-OR=^' tL< li-(C = 0)-NR2" 
C^tf, R'^'fi 

(a) tK^I^^. 

(b) :t^y. C,_6T/i^#/K c l_6r/^dE^/^-;^;/^;^^?i^/^ 
(c) (i) C,_er/W=¥/K :7 3i::i/K C i.^T/V-^/^-;*;/!^ 

(i i) C,_eT/^^/'^-;^>'^2K->'^T5 7^. 
25 (i i i) ^/-^fcfiv^-Ci.gT/i^^/UT^ *3J;If 

( i v) Ci-eT/Va^i/S 

?>3ifmsglfeSSr^ LTV >-C t> J: V ^ C T/v^ywS. 

(d) Ci_6T>'V=i=^'>'S. 

(e) Ci_6T/V=3E^/^-:;?7yU7l?=/ur ? /S> C i_eT/U'3'Sr-i/'-;«;/V^t? 

23 



wo 2005/068427 



PCT/JP2005/000627 



^ b T V ^-c J: V > c 3 _ 8 ^ 13 r /w^/wS. 

(f) :;57/w^^^/vS. 

(h) Ci-oT/w^/W-^/w^J^^/VSs 



[jb-a-i^ (I) -3] 



B^dS. (1) 

(2) Ci-oT/w-^/vS 

R';6^ (1) 7KmiE^> 

(2) ii^it.\t2m(Dyir^y^m.^mb\.xm\^x\i^xhii<. mm^'f-^^ 

(3) : -(C = 0)-R2\ -(C = 0)-0R2' 'bb< (i 
-(C = 0)-NR2' R^ 

(a) tK^M^ 
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(c) (i) it.tc\-i2m(o:t^y^m^S:tvxmvx\^^xhx<. 

(i i) Ci_aT/W^/V'-:<'/V'^— /V'T^yS. 

(i i i) ^y-^fc^^^'-Ci.eT/v^i^/wr *5j:t/ 

( i v) C i_eT/W'3^;/S 

(d) C,_eT/l'3=¥^^S, 

(e) Ci_8T/W'¥/w-;<;/V7j?=^/vT^/B. C ,_6T>'i'3'^v'-:*/WJiJ? 

UT V ^ -C t> i V ^ C 3 _ 8 i/tJ' n r yV'^/vg, 

(f) ^tz/w^^-f/vS, 

(g) Ci_6T/W3=^i^-;&/WJj?;=^/^S. *fcfi 

(h) Ci-eT/W'^/^-^/w^^^/VSx 

Lit^l^ (I) -4] 

(3R*, 4S*) -1- [ i^^^-4-^/W ;<7/W;}?=/v] 

-N- [3, ( M; ^Vi^/W] -N-;?*^/!^- 3 -73^^^ 

/nf^y v?:/-4-;!&>'V;^?=3ff-5 K. 

(3R*, 4R*) -N- [3, { h V ^ /^:tu ^ ^yl-) ^:/v?/P] -3 

- (4-7/V;tu- 2-^^/W7ai^/W) -N-p<^/^-l- C (5-:^'^y-4, 

Ko- IH- 1, 2, 4- hyry— /W-3— r.'l^) ptf^/V'] f^I^v?^'- 
4-;;5;/^7}f:^i^^ h% 

(3R*, 4R*) -1- LT^y (;r^y) T-fe^/W] -N- [3, 5 - fc*;^ 
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wo 2005/068427 PCT/JP2005/000627 

{h])yy\^:tn/.'f^jv) -3- (4 -7/V;^-u - 2 -;;«^/W7 3i:=^/W) - 

N - ^/Plf ^ y 4 -;57/W7j?^1^ ^ 

(3R*, 4R*) -N*- [3, S-f;^ (by ^i^i^yV] -3 

- (4 -:7/U^ci- 2-7<5^>'W7aic:iyW) -N'* ^/Wf^ y 1 , 4-^^^ 

(3R*. 4R*) -1- (N-T±9-/^^Vi^M -N- [3, 5-1^':^ ihV 
■7/i^:tti ^^/V) ^>'i^/V] -3- (4-7/U';*-n- 2-;?«^/V'73i^/W) -N-7< 

\\L^m (I) (DJ^turii. -B^j^f^^Mi^. Ti^^=^^j^m.^ ^mM.mh(r>m.. ^ 

btbSo mmmt(Dm(Dtifm^j:mtLx\'i^ m:^\t^wt. mm. Ky 77v;i-ag^^, 
y^/i^m. y-^y^m. i^^'^m. f^^m. -^i^^^^wt. ^^^^^^^ y>'=^ 

:i'/u::^^>^t<Dmimif^ti. wti±r^ymt<Dm.<D0m^j:mt\.xn. m^itr 

mm. m. u/v^y^h,^^ -^if^^y^j^m,. ^^^ye^^;^^) ^(omm.. r:y=^^tf 

mm. mm. v >mm<ommmt(Dm.. is.ft\-xmm. -^^j^m. y-^/i^m: -y^^m. 
M^m. -^i^^^m. ^=^>m. ='^^:!^m. y :?■>';^/^7^>'^^ p— h/v^i^^j^^vj^ 

26 



wo 2005/068427 PCT/JP2005/000627 

ySd^^^ =^i^y-f>'H^:^ T9=-/Hk> ^v^/vT^ / ;«;-'V/^i^/Wk. (5-p< 
10 ^ t K p 7 9 ^/Wb. f 13 y ^>'Wb> tv^ p y( /v:t^ ^Mt. t - 

25 ^m(Dit^<i^ (I) {^^'fb^6tc^-e$>oT4>J:v\ 

^(o^iSF^i^'a-^-rso ^fc. ^ (I) T^^ns-fb-a-^^j*. i^^tc^ (m. % "c. 
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(ite) fc5V>tt ("») 



a) 'bb<tt (I lb) tm^ir^) ^y5:^i•?^<^:fi^r/^'¥/WkS/^?*)SV^«T^^/Wk 

n^^tt^x-^^Ti^. mx.\t. it-^m d i a) hv<\t (i i b) ^r/\^^MtM 
* f ± T v'^i-'f b^J -e ^ ^ 

Ri»-OH (IX) 
R"-L^ (X) 
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S^&lftfl^fifci: LTfi. fif!Ix.»i. {^^V K. ::^»=' ^ b% 3-^5^^ K^jJ 

bTfi. «?ijx.fi. B^\m^ Oe^^b^^hy 3!>^b;?7y ^^i^d^pff 
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wo 2005/068427 PCT/JP2005/000627 

hti. ^(D^m&ii&n 1 ^/n-M vxm o . i ~ i o u < o . 

5 mus.x-h^o 

K.\tmmm5 8-4 3 9 7 9-^fj:i^\zwM^fiit:^Wi\^nox. JBis<o#^Tx 

10 ^'ai-f h (EPPA) /.C if OT/V'^/V o-7a:^V'>'Ji}^^7 3:^ ^'aic^/V O-^ 

'e3|;?L«. hyp<^/WT^>'. hyai5^yVT^>'. i^^'Ty^'nlf/l^aif^ 

mnm^^^fbti^it^m (i i a) t,u<« d i b) . ±f5s;^:^±^^^*^. m.misx 

25 (N, N-v^>^/V5!}^/^AT5 h\ ^/W^^^c T 5: KVj^ if) ^ ^^/^^ 

s^&^a^fi. «»j;tf^. m- 7 8^-2 0 o*c. v< 2 or- 1 5 org 

30 



wo 2005/068427 PCT/JP2005/000627 

5 ;!jqL-c'b^v\ mmtLxn^ m^it. mt^^mm c-o^-^^-. . :r. 

m ( b y ^ ^/i^T 5 h y :t^/w.T ^ N-^^/u^/^xj^y ^-^^iif) , ^mmr 
(fy^^>-. b'=iy^^, N, N-v?^^/vT=y ^-j'iif) ?^j;^;i5^ff ^n^o 

15 :^SO>Kffi*fi> -asj^f^, SWl^/H'^b-C. 0 0 ^/W^*, ^f*L<fi 

^ 1 ~ 1 0 "Bji^^AUStxh^o 

*L<{±*«]l-'3^/V^i@^-CfcSo R/^?mM(i> ai^. J^-IO-ISCC. iff 

* b < 3 0 ^f^- 1 6 ^^m^TfcSo 

it^!^ (I) *fc:J*-?:(^):^«. >fb-g-i^ (I I a ) U< ( I I b) ^T/i- 

J: o T tSiit-t-S i: /05|±i5l5-5, 
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wo 2005/068427 PCT/JP2005/000627 

V^);vfi:}£) , (N, N-i^> ^/V^>'Vi>^T $ bVjr ^) , J^/v-^-^i^YU 

5 (i;?7'^/v;^/W2^'3E^i^hVjiif) /j:if;6Sffiv^btb5o :Lf\.h(ommt^ WM:<on'^'Qmi 

1 ^/H-^ LTi^ 1 ~ 1 0 0 ^/V^S, L < fi*^ 1 5 ^/P-^ie^T* 

10 $)5o 

amif^ti^o ^«1^/HC^UT. 0»i;t«. »?J0. 0 1-5 0^ 

20 SJE&^M«^ ii^. ^0. 5~4 8^Pb1. «^*U<(iJ^O. 5~2 4^ra@S-r*$>^o 

^/wTyw^zie^A, TK^-fbT/v^^^e^A. 7K^>fbT/w^:=^!>A'y . ^jf^ 
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wo 2005/068427 PCT/JP2005/000627 

mz.\t^ mn i ^/^j-^ Lxm i ~ 5 o ^/\^mm. l < «^ 1 ~ 1 0 ^/i-mmm. 

^) . (N. N— ;^7«^/V'3i^>'V'AT5 r^iif) . ;^/v3!}^=^':^K® (-:^p<^/V' 

;;«^/W7}>de«:^K?'i<if) ^j;if;&5^V^^nSo Ml:'^#J'a'T*?B'g'L-CffiV> 

1~1 ^if*U< f*^i^O. 01~0. 5^*mS-C?$>5o ^ftfe7K^^P^f*> 

— /v-M (T^^J^y-zK ^^^'/-/K :/n/^V— /K ^^i^y-zi^'J^if) ^ ;^'fb7K^!S 

'fiyfilf) > (B^^3i^/^/jr^) , r ^ (N, N- v?^ ^/l^^J^/WAT 

^;^;;55tftDn^7KlgJEft. 51^. »«J1~5 0^/£-Cfc«5. U< fi*^ 1 ~ 1 0^i£ 
25 ^ST'fo^o S;£:m^f*. ^O-lSO-C. 0*U<f:i^?^2 0-1 0 ot:©^ 

Ji««j5 5)-ra-'7 2^W. 0^b<«*^O. 5~4 0^r^m 
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wo 2005/068427 PCT/JP2005/000627 

'ft'&'fe (I I a) 't>U<« (I I b) ii>hmM^t-^i^ (I) iSr^Sr tt>W5fe5o r 

10 ^tu-cfi. -gsjx.ti. mm. MitT^mm. mm^^i^if) . :fj^^^^ymm m 

^^Kt^a^. ^<z>ftfe<Z)Si^:^#Jcj; ^J^J^eS^&s^ it^^ (la) t>b<fi (I 

•f3^)^mim.\\Lm. mmimir v y ^mim-^ y ^j>^fii}£(r>Tfv-^ y ^^^^ 

v^i^, 4--:^^^/V'T5:y t'y v^x/jiif<^^5t^r5>'j^fif) 'ie^'iiSfflvNbtb. fj:t>x 

hiMit-r VV^J^. 7K^>fb:3& y h y hdf^v- KJfeifdS^J5i-C$)5o 

a)'bL<{*(Ib) I^/KC^LT^^^JO. 1 ~ 1 0^/^^4x 0* U< ti^O. 1 

25 ~5^/W^Sig^-efc5o 

34 



wo 2005/068427 PCT/JP2005/000627 

mm^£tl . T^h^m (N, N-^^p<^/^7tx>rUi.r 5 K^tif) . ^'^/VTj^^v' 

5 o ~ 2 o or. »^ u < 0 ~ 1 0 o*c^s<^$6h 

10 mmmxh^o 

m.r/l^^MtRJt\t. <^^(D:f3m. m7L\-f. Wiley-Interscience ttl 9 9 9 ^flj 
rProtective Groups in Organic Synthesis, 3"* Ed. J (Theodora W. Greene., Peter 

G. M. Wuts m) ts:}£K'^m.^fix\^^:bm. fc5v>fi-?:nt;i!|iC5::^*fetc j; tJ^fr 9 




(lb) (la) 



20 it^^ (lb) xn^n^^t^mi>v<\-i't(Dmn^m'r^Dm\^i:^m^-r?>^ 

:^Rmmt^m (lb) ^5S7nSJ^lc#-rr:i:(cJ;?)^b'a-i^ (la) -^^^-T-S^ 

(lb) S:^Jli3J:TJ?^m(::J;5jl7cSf&. ^^^JlMiK«rffiv>fe^ftb7K^'fb»-J; 
25 SjStcSJC&^j; if lc:#-r^ ^ »c J; 9 >fk'g'i^ ( l a ) SrSSa^f S r t So 
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wo 2005/068427 PCT/JP2005/000627 

(■^^^->">j^. :*/vi^'>A?&if) . ^(om^m (lei&x ^^j^. f^. 
5 -^ffliti. mfuit. mn i ^^m^m u-c. i ~ 5 o »t.v<nmi'^5 

^J5&l3ffiv>e>n5^iEi:b-Cf:i. -BRJ^fi. T/v-a-zw^S (^^J^y-zK Ji^^y-zK 

^^S^m^ftii^. J^- 8 0-1 5 0"C. ^yF*L<ft}^-8 0-1 0 o'c^g-efct). 

rSi^^Jlft[b«KSrfflv>fcMfi!fc7Km^t:t- J; sStcRi^^j ^;l*5v^x^ffl ^nas^^M 

20 1~1 ^4. 0^L<f*^O. 01~0. 5^S©ST?fc5o g^ft^TK^^bSi^i^ttjl^. 

(p«^y-/K ^^y-^K T'c/"?/— /K -f^J-f^fii^Ti > ^-fb^K^® (^^-^ 

25 if) , :x.7sJ-,V!^ mWi=^f-f^-^Si^^ . T ^ K!lg (N, N- 5; 

'^\^}[hTbimm-t. ii^. /^l-5 0iR£E-CfcO. »^L<fi«^Jl~l om/±SST' 

fcSo SJt^^af^^i. ii^. i^o-iso'C. $f*L<«^2 o~i o ox:gS-cfc«9. 
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(la) (Ilia) 



5 (Xig 1 ) 

*Xg«, -fb-a-i^ (VI) ^tl}t^(Dmt. ^ 




(XI) 



10 5o 

^ h y — (Journal of Medicinal Chemistry) 1992^^ 35 (2)#x 233 
-24lM;n = 2. m= 1 -e^$tt5<b'a''^Sr®tjti-5«'a'. v?^— 3^/1^ 
15 If 'J^?:*/!' yi^^3:x-i"— > '^V' h^:/if:^i/'3 >'l : ^— S/:^' T 

'5^^;^M)— (1 9 7 2-1 9 9 9) (Journal of 
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wo 2005/068427 PCT/JP2005/000627 

the Chemical Society, Perkin Transactions 1: Organic and Bio-Organic 
Chemistry (1972-1999)) 1981 6^. 1754-1762 H] l-2PCTiS[jt 

5S; (XI) t'ioT^^nS Grignard l^^tt, milKt?fc^;0\ ^tlJ^ii^^J^^<D:^ 

5 m. mx.it. n.mmA B^^^tm^mi 9 9 i^fj r^4jK mm\:^mm2 4. ^ 
10 -yTi^i\:mfj:if) . v^^^m ms mtv^^j^. Mitvf-^j^. s^itv^^-i^ 

B^W^m. -yr>\\Mf^}^ii^nW^h^o WMm(r>m.mm.\%'^ (XI) {cJioT^^ 
15 tL5 Grignard 1 ^/^l^xt LT^ 0 . 0 0 1 ~ 1 0 $f * b < (i^ 0 . 

m\Li!^nW^ ('-.^f-i^. -^^^-tf:^. dpi^i/>'/j:if) , ^^x^^i^\^m^-^n 

J^55>^-'4 8^^. /8^*b<»t»^Jl~2 4^reeS-e*>?»o 
(XS2) 

^mWk-^J^ (Va) <Sr;5JP7K:5>^(c>f^-t-:ii:»J:<t«5'fb-a'<^ (iVa) ^^Jfe-TS 
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ii^x >fb-g-i^ (Va) l ^/Hc^UT^^jO . 1 ~ 1 0 9 s 

/-/u/jjif) . m^timm {^^^^^^^ h/w^^^^. =aE^vw:x. ^zf^fi^f^ 

t:Kn:77V, v^;^-=3ri^^. v>p< h =¥>^^ . ^hy/^^ (r-feh:=hy>'^ 
20 /jiif) . -^JVyf^ly^m. imk^iif) > (N, N- ^^VtJ^/V-AT 5 K. N, 

25. -C'fo«9. Si^^^Wft'fb'a^i^ (Va) t.f:i\'i.^(D^(Dmm. ^fSmS^'i <^'l- iorMJit 

(xas) 

:*:SJCSf*^k:'a'#? (IVa) fcSV>«-?:0:^i: , ^ 
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wo 2005/068427 PCT/JP2005/000627 

(XII) 

^^■^t^^ltK^oX^t^!^ (I I la) ^m^-t^TMxh^o 

5 t i^x^ So ^(o^mmmt^m ( i v a ) i l-c. i - 1 o ^/ummx 
1 9 9 i^f!i r^4jis mmit^mM2 2. wss-a-^i vj nc^i^iam^nxv^-s;^ 

3 -t Kci^iy-4-:^^y- 3, 4-^;=^tKn-l, 2, 3 -^^-y h ^ T v^^'/.e 
<if) irm^-a^it-Cfflv^sr t 'bT?#5o i^^^Jf^^fflili'fb'a^i^ (I V a) i^/u 

20 im\<r>>^^mi.\c'^m ( i v a ) i ^/K^i^t* l-c. ^ i - 1 o ^}v%m.x^ *> , $f * 
mitTkmm (-<i^-^>. h/w^i^-^^if) , 3^-7^/1.^1 (v^^^^/woi-f^/v, v?:^ 

^f-v, Kp^^^'jfc^) > (e^^a^^/wj'i if) X /M3'^:^'fb;^ 

25 jbTK^m (j5'nP2l^yV-i^. i^'tJ' PP^^^/^iif) . (N. N-i^7< ^/V^/l^ 

AT^ K/jj^) . ^^S^r^^'^ (i^y ^^^'/j:^) . 7K/iif;5s^^il^-c#, jiUjig-g-b 

40 



wo 2005/068427 PCT/JP2005/000627 

wcr^i^m ( h y p< ^/V'T ^ b y ^^/^r ^ n - p< ^/v^/v^^ y i^/i if) . 

U<«:*^l'-5^/W^»mST?fc5o Rf&mmn. ii^. *?J-8 0-1 5 or. 0* 

b<«*«}0~5 ot;m^-efco. SfS^Wf*. a^. «5)o. 5~4 8^ra. »*u< 

v^Tiem bytf^^t iRHt-cfoSo 
(xa4) 

20 ;*:Xmii^b'^i^ (Ilia) ^ 
Z-L^' (XIII) 

m^R^^^'t^:itKXoXit^m (I a) iSr$ga^-rSXS-efc5o 
25 iJ^^ll^^jJif) . glfe^/^Jj^^/i';*-^'^^ (p< i$'X>^/W5j^^^W:t^v'S. J^iJ'^x;^/!^ 

mtnif) s ^7^n^fc-5v>fiTy-/ws (3/>i5'®?>r^ k. -<i^y hyrv^-zK ^ 
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m7L\t. it^^ (Ilia) l^/W;i>^LTJ^l'-5^/V^fi:. $f*L<«^l 
:$:^J5&J*. ii^, ^jSR'^'. J^S<D#^ST. (Ilia) ^it^m (X I I 

r/W3— /WIS (pt^y— yK j^^y— /K T'n/^y— /w;^t^) , ai— t^/w^ (^:;?^ h 

^hy/^S (Tir h::^ b yy^j^i^f) . T ^ (N, N-i^p« ^/^7^^/^AT ^ KJfc 
i?) . ;^/W5i^=^v-K^ (v?^f"/v;^/v*:=SrixhVj:^) . 7K^c?^*^Sr^ff ir^d^ttiJi?, 

y^neif) . mwfi3)}^j^. mki'V)}^j>^. ^mit^')^j^. im\t-t 

h K> h y A t e r t h ^ v- K> y iJ' A t e r t h ^-^^ hVj: t*) 

LTjt. 0ii^f^. 3!:7>fbas (3<j7>fb-:hhy 3^7>fk;«7y ij^i^/iif) ti}£tm\fh 

tv, -^rt^^ffliit^fb-a-i^ (I I la) l^M^$^\.xmo. I-IO^/W^S. 

(xms) 

;*:S/^:^ii'fk'g'i^ (iva) fcsv^^i^<^:^i. ^ 



-a-^-arsr tdj^oT'fb'a'i^ (la) ^mt-ThJiux^^. 




25 



(XIV) 
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wo 2005/068427 PCT/JP2005/000627 

0 1/'2 5 2 1 9-^)jtif) {csiicTM3ti-5:i^;65-t?^. ^(D^mmmt^m ( I V 




(ib) (iiib) 



•to ] 

(xa 1 ) 

*xSf*. it^m (VIII) ^.tcn^comi:. hl)-7 7—hit-r^:Lt\zx*)i[:. 
(VI I) ^Acf^^(^:^Sr®l3t-rSXg-efc5„ 

mPcx^^i\:^m (VIII) i^fz.yt^(Dmt.i^mxih^fi\ ^^<D:&m im. n 

= m= 2-C^^n?>it^^^m^'r^m^. ^T-xi^^ ^ (Heterocycles) , 1 
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wo 2005/068427 PCT/JP2005/000627 

7K^jki^>i:if;6W5gi-efcSo mSo^ffi»«'fl:-a-i^ (vi l I) l ^/vj^:*!- UT*^ 0 . 

25 if) 7^j:if;i5^tf btbx ^jJ;0>T-t> b y 7/l-;^P7«i5' V^/V-^i/m^7K2^''£ifO^/V7f;:/ 
^^iTKi^. N-7a:=:/ut'j^ ( b y p p« W ^ K) if c^;^/v^ 

4^ Ymmi^x^^. v')yy-Y\^n<o^mm\%. it^m (vi i d i^mz. 
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wo 2005/068427 PCT/JP2005/000627 

(Xig2) 

jt^m (VII) t.fti-i^<Dm^, ^ 

(T)-B(OH)2 
(XV) 

V>'^Rft^KHir:it\z^*)it^iili!i (vb) ^mi-5X@-efc5„ 

:4:iigfi. -tttiflc<^^<??:i^^fe IM. 'J^^;*/^ l^bfa.— X (Chemical Reviews) , 
15 6*5, ii^. ^t^^ (VI I) l*/WlC*fLT. *^0. 0 0 0 l-l^/W^S. Ht. 

v<\imo. 01-0. 5^/v^*@s. v:ff>h*(ommm}t. m^. it-^m (vi 

I) l^J\^\ZyliVX. mo. 0 0 0 1 — 4^/1^^*. B^\.<\tmo. 0 1~2^/V 

^mm^. ^mm(DmmAn^ it^m (vi d i^/vtc^bx, ^o. oooi~ 

[5. 4. 0] 'fpi^'flO-T eVZ^^l^. N, N--:^p<^/kT= y :/;^j:^) . 

25 ^^1::;^; y iJ'Aj^c^) , :&JS7Km^k«b (;*c^'fb;& y a. TK^^k':^ h y e'A/j;^) . T 
A-t->^h^v'K> :*y U^A- t-:/h=3{^v'K/jJif) , T/u;<7 y i^'>7>:^ K (y^ 
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wo 2005/068427 PCT/JP2005/000627 

5 r ^ ^-yWii ifTbmmx-h^o ^mo^mmitit^ii^ (v i i ) i ^m^m u-cjj^ o . 

1 ~ 1 0 ^/v^S. L < 1 ~ 5 ^/I'^MS-CfeS.o 

Ti-^/UM.^ 1, tiu:3^^:yfj:tl . ::^hy/l^S (Tir h ^ h y /W/ji if) . 

:?y-/WjJ^) . ^y'n h:yikmimm (N. N-i^^^/WxJ>/WAr^ k. e^T^^/w 

t;^e>ns. ais> /^-io~2oo'c. ^?*b<«»^o~i 5 o*cm^ 

15 mxh^o , 

(X@3) 

(V b ) ^;(JP7K5^(c^^-r^ i: {cj: 0 ^t^i^ ( i v b ) ^^^-f 

(X@4) 

20 :*:s/^^^ll'^b'a'^^ (ivb) ^ 

(XII) 

^^"t^^tKx-oxit^m (I I I b) ^mj^-t^T.mxh^o «mi*. cm<D 

25 (XS5) 

^^^Sf&it^b-a-*^ (I I I b) ^ 

Z-L^ (XIII) 

46 



wo 2005/068427 



PCT/JP2005/000627 



5 :^R!t^i-S.it^!^ (ivb) ^?5v^^i^(^igi:. ^ 



:l<OX^ ti^B&t \^Xn. mk.\-S:^ Wiley-Interscience 1 9 9 9 <¥flj 
15 rprotective Groups in Organic Synthesis, 3"* Ed. J (Theodora W. Greene, Peter 
G. M. Wuts^) \Ztm^tlX\,^ih<OA^mf^fl^o 

25 if) , = h oS;Jt if ;OS^ff e>tv. fflfeS<^?IS:« 1 ~ 3^^£^-efc5„ 

--fxi\ffV, -ry>^ntVK n—zf^^^. ter t -l/'^/VS'tt if) . :7 3i:=i/l'S, 




(XIV) 



wo 2005/068427 PCT/JP2005/000627 

-:/nf/K 'Tyi^Plf/K n-yf^/K ter t -•:f^jV^fi}£) , :73i^/WS^ 

'{5^^S60^^^i^ -^J^Sfcti Wiley-Interscience 1 9 9 9 <¥f<J TProtective 
15 Groups in Organic Synthesis, 3'''* Ed. J (Theodora W. Greene, Peter G. M. Wuts 

rn^lt. jItc. t h*7z:^^^. -7=c=^fV\L K^i^:/. N-^^/vi^ 

20 lM(D:^m^'!(^\^x\\L^m (I) ;6Si®it^t:^i^^ LT^i^jtiS^'a'. '^felct^oT, 

mm. mm. mm. mLimm^^') . (p^^^^^/w^j^^/^^ 

25 m ( h y ^ ^/L-T ^ h y ai^/i^T ^ fyv?:^. t°=iy^, j^^/— ^vr^:^. 
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wo 2005/068427 PCT/JP2005/000627 

fk-g-ifei ( I ) ^65, ^t^Mi^ft:. ^mmi^i^. mmm^i^^^^-r^m 

1) 5^SUf?5i$*^fe 

^•fe5{^2i:^^?Si4/j:^k'a'«fe (+) — ^:/7*>'W^> (-) — 

(+) -M^m. (-) (+) -i-7ai^^/wT^>-. (-) -\-y 

z^^^jVr ^l^. ^yly^^l^^ (-) -ix:/=f::^i^>', ^/W^T'jiif) t^^J^^^ 

2) '^y^i^^^J^^ 

9'kKW^it\t^(Dm^^^m^i^^mm^'7J^ {^y^i^^yJ>>) Kt^nxj^mir 
hijmo m7L\tmw^'^-^v^yy^'-(Dm^. enantio-ovm (b-y- 

^^^^^^gS-f-So *yci> ^ij;^}**;!^^;^^? n-^ hi>'7 7>f-(0«'a-s CP-Chirasi 
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wo 2005/068427 PCT/JP2005/000627 

1-DeX CB ii^-^/\--i-^^>^^^) ^tif<^^7/V;*7A^^fflLt5^Bli- 
3) i^r i^:i-^'-m 

i^'^ytfii. 2m.r^j^m't^m^s m\L^mt%m^m^^mm. (mtpa Ca 
25 (t. -B^d^f^itiHife. mm mmBi. 'mmmf^E) . immim.. mnm^i 
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wo 2005/068427 PCT/JP2005/000627 

h*m (i^^^/w^^ywJl^^v'KJ^fif) ^ h'm (N, N-i^T^f'/i^sJ^/VAT^ K/ji 
5 aiJi±Sr3i^?fe#J'S' (««)XL(^. 1 : l/j^V^bl : 100 (^iKit) ) -Cj!S-a'L-rffiV> 

j^^>fk?fe(^^8FMj^cini^ LTfi. -fb-a-J^j ( I ) ^it\t^(oi^^ 2 0-12 ot:<^m^ 
15 "bn^^*s^^^^<^m^^T (^^j^i^o-s o'c. ^ff*u<(*0'-2 ot:) 

:^mmm^. 'B»J;tfm»il!ll»J^^ (ir-:^=i. MP-5 0 0DM) ^fcf* 

20 DSC (^M^fi^S^^^ff) ^« (SEIKO, EXSTAR6 000) ^^ffiV^T 

U (Wmff : 4 OKV ; WSJft : 5 0mA) R I NT2 1 0 OM (S^S 

25 ^^(c. >*=^J^P1»^. i:bJig7ie:S ( [a] d) Ji> '9^y;tf«7t^lt (J A 

SCO) . P- 1 0 3 OMJg^tl- (No. AP-2) ) ^SrfflV>TffliJ^$nSltJ£>t 
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wo 2005/068427 PCT/JP2005/000627 

n iP^p^mm ixm. mm). . m^^m^^ti izmn. ^mtvxm 

mipm<Dm. minted ^^=^i^^mi^m^i^m. m^'^-:/^^>^p^^i^mmi¥ms 

^Sr^i-S:*:|§M<^jb'&i|&li. i«fL»j4fe (^«J^t^. -^i:^^, 7i/h. /NA^^iJ'-. 
f-d?, -(^. t^yi?, i^/K t htit*) &.T(OX5fj:^y:^ 

15 (1) m^\t. m^mmm. mnm^m^. mmm'^ m^it. 

(2) m^m^m m^\t. mm^mmmm. mmk:km0ks ^n->^m. ^\^t- 

D (non-ulcer dyspepsia) i^C if] 

(4) 'W-mw^m m^\t^ mnv^-^f- mi^m^v '>'^^) . mm^m^^k. 
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wo 2005/068427 PCT/JP2005/000627 



/\^y<:^f;yC ^\^:^^(D^^ /i^:^mPk0.. y>^v^rmk^. UMWk^. tti^lfejlS. 

(7) ^ mk\t. wm'^. mm±ft.\m^'^<D^ il^. Busies, mm. W0> 

mmm. btp!^) . c&ii®. ^ssb^s (s-^. 

15 im^. "^-^m i'j-'^wm. 'j-'^mm) . §mm. mm^. st^m. wmv 

^mmmms ;(7xKi^^ffi. '^y^^m^±'^mm (aids) \cmmir^:fy^^i?mm. 

mmm. #^m. ©ci-^ia. ^si^t^^^iij^. Bikm^j:if<omm. ^v;''3r>-5^nt^] 

20 (8) c«»j;tf^. nm^^mm m. r/^y^^^-^-m. i^^^m. ^< 

-^i^yi^m. p^^yy^^vv'^^-fm. mwi^nmm&nmvsLm (als) . 

m^^mm. mn^mm) . o^m. mm-, ^^^mm. ^^^nrnm. 

25 mm m. u^^^m. ^mmm. mum. ^i^mmmm. ^nmrnm^^. 
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wo 2005/068427 PCT/JP2005/000627 

if) . mmwjmmmms wz-iH. ^<-\^-r-m. m.mm^>'^ — ^vv^a^ m 

^mmMfsm^W (ptca) . TTu^ (dca) . ^7^:/h@S^) '4k<D 

msLBrntj: if] 

(10) mm m^it. mmm. nmm^j:t':^ 
15 (11) CF!ix.«. mmm. ^^tt^yf^-^b-r^^^ m&m. 

(12) ^mm m^it. m^^^t^m-i)^. ^m^. wwi^fF^a^jjif] 

(13) mmm cfi^jx.^-. mi^^^t^m^^j^if:i 

(14) mmM m^i-i. ^^i^^^. ^^wmtm. w^^s ^sL^mk^i-ia. 

(15) rim^mB m^it. i^^^^^vi^^^^mmm. mmm^^m^. 

25 T)V n l^m^i if] 
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wo 2005/068427 

(17) ^(om(oi^m 



PCT/JP200S/000627 



EE smmm • Mmmm. mm)^Mm^mm^ ^] 

(ii) ikm ' mK.\t. ]k^mmMm%m. mM.^^mm(oM'^. 
5 &jk^!i^mm<D%m. «*!;^±#. mMmim. isLmm^mm. ia^fejgtt^jfiL 

i^^jfiL. mm^skf^f^mmmmm (d i o . 

(iii) »A5phm [«sj;tfi. ^^mmm. i&m'^m. ^i^^mm. ^"Mmm. §m 

(iv) ^f^mm m^tf. h\ jki^M. mm. mmj^^^ 
10 (v) mmm m^it. Uf^n. mmmmj^^') 

(vii) mm-mm^m^^^^^mm m^\t. nmrn-^m. m^m-m^^m' 

15 (viii) ailtl^^P 

(ix) mnm^mmm 

^mm(Dmmmmit. mm(oi\^m\^!t^cx. mki-^. mm. mm. it*t. m^. =« 
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wo 2005/068427 PCT/JP2005/000627 

mm\t. 9-263545 ^^^J-|Btt<©;^^{j:J|l-f 5 - t a^-Vtf 5o 

^Kffm^tm^nw. m^tf. mmm m^it^ f^^fi^. fi«s. mw.^"^ 

^SI:t*^7K''.et') . i£;^^l^/^:C-C»^J (^^^J. 'm-Ms *Pfe^J^ «5|sf. ^^fib^Js 

lB^fcVi^mik&hfc<0:^W^<D^t^mtLXmo. 0 0 5~'5 0 
20 mg, $f*L<(i*>)0. 05~10mg, ^ b iC^ff * L < 0 . 2~4mgSrl-' 

^=1^ 4^. u^(r>m\Mm) > ^^■^mz.x.'om.^wt^ii^. 
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wo 2005/068427 PCT/JP2005/000627 

(1) J^^mt&S^^fiJ 

20 s-1^) /jjifD . -cy:^vym^^m^m mm^'^t^v ^y^:^. v^^v^ 

)/y, aiP^V ^y>'^tin^(0-^l^'OMM. J TT- 5 0 1 . MCC- 5 5 5. 
YM-440. GI-2 6 2 5 7 0. KRP-2 9 7, FK-614, CS-011 

fc'y K^) ^-eofife(D>r i^;^ y >'5)-«^i'tEiij^y («»Js WN'>ry = K. -t-^-r/y^K. ^ 

^i/y ^ K*fe(*-?r<D;!5;/vv'!?iN*g7Kfn!^x GLP-i. -^T^^y^-K^) , ^y^zf 
^i^jl'^^'f-^—if Ivm^M NVP-DPP-2 7 8. PT-10 0. P3 
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wo 2005/068427 PCT/JP200S/000627 

2/9 8^) , ^3T=^=^P^ h m. CL-3 1 6 2 4 3. SR-5 8 6 1 1 -A. 
UL-TG-3 0 7. AJ-9 6 7 7, AZ40 1 40^) , T^yV'T^T^J^h 

5 T f> —-^U^M. ^/\^^=i>'t^^Mm) . SGLT (sodium-glucose 

cotransporter) f&^M O^k T — 1 0 9 5^) 

(2) mmmii.'kmm.f^mM 

vVs y y yUy^^ y h (SNK-8 6 0) . ^i-/uu:^^yh 

10 (AR 1 -5 0 9) . CT-1 1 2^) . (^!|, NGF. NT- 3^) 

ACKmmM alt- 9 4 5, li^-^yi^i^, N-^a.-t-v'/w 
^ry y r>A:/p^ k (alt- 7 e 6) > exo-2 2 6^) , isttm^m*!^ 

(3) ^m^im 
20 (4) nmn 

^) . ^/I'i^'C^J^^tfiM -^^i^lfV. ^.7a.>?f>'. TAOv^fi^. 

25 (5) ^|E?i^J 

/3 ^r^^^ V CL-3 1 6 24 3. SR-5 8 6 1 1 - A, U 
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wo 2005/068427 PCT/JP2005/000627 

L-TG-3 0 7, AJ-9 6 7 7, AZ4 0 1 4 0*§E) , ^Zf'^ Vi^it^if^MM 

m. ^:f^>. CNTF hdf^:xT=f;=^;^ 
h y h y F p L- 1 5 8 4 9^) ^„ 

(6) mmm 

Ax;?f-:/t3 ^ :^^) . ^r>? K^M^rfl (««J> ai^Ti^K. i^tJ' p-<:^^Tv? K. by 
^ptj^Ti^K. '^S^'^/W^i^K. J^y^Tv^K. ^5"^n^rv?K^) . ^T/W K 

(7) WL'^mmn 

^dE^y-/v^) ^ i/T.'f'p^^y. io/v^zfy^>^i jih^de^^W. ^i^S^-CbS 

(8) "^^mmn 

it3fi^tt(^)fc5^)^m i^^f-r^. ^yVy>{y^y^ ^x^T^f-^ym) , jt^^X 

T'jr^^-etj I L- 1 . IL-2. IL-12^„ 

25 (9) l^)^^^x^^^Ba^T*^^^K3S:»f^ffii^5^^6P>tt-cv^5^^J 

y^:^/^. (Journal of Clinical Oncology) .^12^. 213~2 

2 5H. 1 9 94^] . ^Vi7^^'7%Y%mM.'rVy\::Yxi^:^^\fJ-'jV%Mi 
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wo 2005/068427 PCT/JP2005/000627 

CT'y v'a. • i^-Y— • • '^^i^f— (British Journal of Cancer) ^ 
^6 8#v 3 1 4~3 1 1 9 9 3¥] . J5fe:g7l^/V*:/. IGF-1.$>5V^« 

M^^ff^^^-r-SH^-CfoSTNF-a. LIF, I I.- 6 , ^^.f-l^MiZM 

5 (10) mi^m 

(11) ^(^^fe 

10 mmmi im. ALT- 7 1 1^) . nBn±iS:mm m. y-i 2 8. vxs 

53. prosaptide^). «^4g#«l^f^ffl^ ^ h!) 

y'f-V^s -f^:fy^>'^ yu'^-^^i^, /<X2^±^>'^ K^^E^-fe tf >'/jjir<z>^5o 

v^i^^:/) . T-fe^/i-^ y >'^^<^y K («^j. ABT-5 9 4) . p-fe y ^ 

15 (^J. ABT-6 2 7) . ^ / T $ lA^^Pl*^ («^y> h^-^K 

/W) . 'l'^K->'Vr^>'Sl?)ji^Pfi^^ («?0. ^o^'fe^V', . 

t';t-r K^^flsgC5>f^i!j|| C^J. :/yv//W7^>'. Ti5'y7i/-/K trk-13 
0) . y-r%^^m. (GAB A) S^flcfttt)^. G A B A^ "9 32^^^^ PI$^ («^J. ^ 

l^) . :7'uix>r^^^-?-— €CP1W^J (fiFi), LY-3 3 3 5 3 1) , fet^^^ («?ij. 

25 ^^) . -fee Wk'y^^^-:^^'yy. h^'^) . 

^mi^Mmm ^J^:^^-y:^. r/v^yy^^^ -tv-Kv-:/) . iSSfe^gM ^< 
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wo 2005/068427 PCT/JP2005/000627 

9:^y7'9)/-/K /w) . ^jfc.^^ m. T;^fy>'. v'u;^^y- 

10 ^3 y :^^Ji: LTfis {?!Ix.f^> ThPfi^, j;^^;^?^^:^, ^jx-rhuf^-, b p b' 

TT'pf^y^', iJ^y :7 3i-f h/vv^pi^i^. 7"^^y>'. a^'fbhp^^f^^A^yh 

NK-2S^fit^T>'^=^-;^ b^ LTf*. ^!lx.f^. GR 159897, GR149 
861. SR48968 (saredutant) . SR144190s YM3 5 3 7 5. YM 

38336. ZD7944. L-743986. MD L105212A. ZD602 
25 1. MDL 105172 A. SCH205528. SCH62373. R-1132 

8 1 tji}^(n>\^^y) ^^^y^'^i^^ RPR- 1 0 6 14 ^tiiE(n>^/vyc Kp^ y^:^ K— 

fV^m^s S B-4 1 4 2 4 0/iif<DdE^y y >'^W{z|s:. ZM- 2 5 3 2 7 0 /ii?<^f 
P P y ^ ^y:^'^^^, ME N 1 1 4 2 0 (nepadutant) . SCH217048. L 
-6 5 9 8 7 7. PD- 1 4 7 7 1 4 (CAM-2291). MEN 1 0 3 7 6. SI 64 7 4 
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wo 2005/068427 PCT/JP2005/000627 

ti:}£<DZf:/^Y^'ff-YW^W.^<0^^ GR 1 00 6 7 9, DNK3 3 3. GR9 
4 8 0 0> UK- 2 2 4 6 7 1. MEN 1 0 3 7 6. MENl 062 7. 

15 9^0. 0 0 5~ 1 0 Om g. ^ff ^ U < 0 . 0 5 ~ 5 0 m g "Cfc t) . H»-/ff*b< 
itmo. 2-3 Omg-CfcO. :itL^ii^l S l~3|Hllc5^ttTS-^i-ao 

:^mm<oit^iifo±itimmmii. nmmimmt^ih^n^^^&mxiftDx 5 'feints: 
^-rsr t 't>prti-e*>5o ^^m(D^t^mi^fznmmmti.x(D~^i^^m\t^ mit^ 

^<Dmt bXii^. yc:i:x.(^SR^4-'l?ni?Li«|i^l k gMfcfc^^^O. 0 0 1-2 
OOOmg. $f*U<«J^0.01~500ing> $e)»-»*U<«. »^J0. 1 ~1 0 
0 m g @£t-efc *) > r ^^«rai^ 19 1-4 lHl{C^)>JtTiS-^i-5„ 

25 4-LTt><tV>;!55. '^fflmi^^:$feJ^iS-^ Lfc^. :^^m(0^\:.^m^^-^VX h 

0 1 B J: •? L < n 1 5 1 ^msif^i^^^m<D^\:.^m^ist-^-r^:i7 
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wo 2005/068427 PCT/JP2005/000627 

i^~i Bi^F^. iif*L<fii o^-^-e^msiP^. x*)0^v<ni s^i^^if^m 

^(Dit'^immo. 0 0 5~1 0 Omg/k g Sr 1 Bfti: LTj^P^S-^-t-Sp 

HgJJiioT^SS-rSdS. iiS. j^^J^^t^mbTO. 0 1~100m4%. 0*L< 
(iO. 1~50SS:%. ^^(-/g^*b<{*0. 5-2 0M%^S[T?$>5o 

i^Tlc:'. ##C»J, ^»J, ®^^m*5J;tm@^^J^^:S':5v^T;45:^egS:a;•9^JNB^^:t^il3g 

TLC (Thin Layer Chromatography. 

iJ^ (Me r c k) ^±$g<Z>6 0 F 2 5 4SrfflV\ JgW^JKt UT. 7 AtJ' P-^ h 

ijjj^^ n-7 hir7:7^— ffiO'>y ;57y/w,b LTft. ^/v^^^tKcovy ;<7y/U6 0 
(7 0-2 3 0^ yiX^) IrfflV^fCo ^mi: *?S<^{iii^^ 1 0^;d^P> 3 5t:(7)mS 

LC : ^^^i^ p-v bi/7 7>f — 
MS : •Ki^^^lf^^^ Yf^ 

ES 1 : =^u^ h^^::^^—^:t:^itm 

NMR : mm^^^M^^^ 

Hz : 
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wo 2005/068427 PCT/JP2005/000627 

m : •^fV'^'fX/'-y b 
q : ^ V fVr y h 
t : h y y^i/ h 
5 d : y:/Uy h 
s : i'^'y^^Uy V 
b r : :/a— K 

*B u : t e r t t -^f-fV^ 

B o c : t e r t —-ff'jVz^^'i/lJfVifszz^fV 
10 R f : y i/g 7t>^*- 

R t : y 7">'i^3 y 9^J>^ 

N : ^^^^ 

MP a : :^^/^:^iOJV 

w t% : fifi/-?-- fe^' h 
15 DMF : N, N- v?p< f^/W^/VAT ^ K 

THF : 7^ t Kn^^^' 

DMSO : i^^'^/W';^/V'J*^#i^K 

I P E : i?^ y :/ci t?'/Wrc— r/W- 

HOB t • H2O : 1 - t Kn^^/^^^>' h y T /^7KfP«^ 
20 WS C • HC 1 : 1 -J^f^/W- 3 - icy:^^fvr ^J-fxi tVW) 5 YM. 

B o c 2O : Zli^^i^- t e r t —'^'f-fV 

25 iU^m^ : ^';i--i?r_Xtt LC-MSi/;^7^i^ 
HP LCgP : T-^^U':^ h^t HPllOO 
MSlHS : -^^^^ P'-^r^tt ZMD 
HPLC^^t 

: CAPCELL PAK C18UG120, 1. 5X35m 
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wo 2005/068427 PCT/JP2005/000627 

: Am . 0. 0 5%hV 7/1-;^ P@^^'ir7K^ Bm , 0. 0 5 % h y 

^i^^^5^y^ : 0. 0 05> (A*K/B^= 9 0/ 1 0) . 2. 0 0^(A?K 
5 /B?fi?=5/9 5) . 2. 7 55> (A?|^/Bfe?= 5/9 5) . 2. 7 6^ (A^g/B^^= 
9 0/1 0). 3. 6 05)- (A^R/B^0^=9 0/1 O) 
iiA» : 2;t L. JKii : 0. SmL/m i n. <^ttjfe : UV2 2 0 nm 

'i';t>"fki£ : E s I 

10 LCICj;S^tff 

tffl^a^ : a^Sift^ CLASS-VPe^^T^A 
HPLC#:# 

;?7^A:Inertsil ODS-2, CAP CELL PAK C 1 8UG 1 2 
Os 5 fim^ 4. 6X150 mm (GL Sciences Inc.) 

15 mm : Am , 0. i % b y pg^^^g-^^K. s^g? ; o . i % h y y;v:t^mm 

■^^T-fe b:= h y/l- 
iJ^yi^ji^ lsf->f i^/P : 0. 0 0^ {Am/Bm=7 0/^0) . 15. .0 05> (A 
m/Bm= 1 5/8 5) > 15. 0 1:$> {Am/Bm=B/9 5) . 2 0. 0 0^ (A^ 
/Bm= 5/95)\ 20. 01^ {Am/Bm^ 7 0/30) . 25. 00^ (AW 
20 B^0^=7O/3O) 

Sfe Afi : 1 OmL. JKjI : 1. OmL/mi n.^m?&: UV2 2 0nm 
mmm. ##^Jt3:*5tt55>SiHP LCi;:j;5i|t®if*lJiT<^^#t-J: 9tTo:fc„ 

:fJ9J^:YMC CombiPrep ODS-A S - 5 m. 5 0X 2 0mm 

25 mmiAm-.o. i%hV7^/i^:t^m^m:^. Bm, o. i%hy :7/u;^-ng^^ 

■&WTirh=hy/w 

i/^v?^;^ h-y-^t^/W : 0. 0 0^ iAm/Bm=9 5/5) . 1. 0 05> (AfgE/ 
B^g^=9 5/5) . 5. 2 0^ (AWB^R=5/9 5) . 6. 4 0^^ {Am/Bm=5 
/9 5) , 6. 5 0:9- (A^^/B?K= 9 5/5) . 6. 60^ (A^^/B«e= 9 5 / 5 ) 

65 



wo 2005/068427 PCT/JP2005/000627 

: 2 5mL/m i ^ttiife : UV 2 2 0 nm 
1 

(3R*, 4S*) -4- [ [ [3, ( M; :7/^;^n^<^/V) ^yiP/v-] 

5 (3R*, 4R*) -4- [ [ [3, 5 - t'^ ( h y 7 /W;*- n ^/v) -O'i^^/w] 
T^/] -3-:7 3i::^/Hf^y i^^- 1 -;?;>'V7j?>'^t e r t-::?'f^/W 

(XSl) 

2. 3, 6-x h^t Kp t*y v?i^-4-;<7;V'jJ?:^^ji^/w (3 

2. 2 g) ^oiT^a T^-fb^ (I ) (7. 6 2 g) OE t 2O (2 5 OmL) 
10 -1 CC-Clmo l/'L7a:-/W^^i^5ri^:/13 5 K/THF (3 60mL)^^ee 

0-11 5t:/'lmmHg) 1 -^^/l-- 3 -^oi^/kt'^y v/^^- 

15 4-;&yW;iK>'^:i^^yl' (3 7. 6g. 7 6%) Ti^i^Psid^X^ h y ^^^U-^-^ t X^X^^ 

(XS2) 

X®l-C#e>tt:fefft4^«^ (3 7. 0g)Ol, 2->?^nnji;5'>^ (1 1 7mL) 
^f^tC^ u pd(ig» 1 -i? n nai^/W (2 1 . 4 g) ^;(jnXL. 100t:-Cl^^^# 
20 Lfco Rit^m^m^WLi±y\z.W^\.tz.'^. ^St-^^/-/^ (ISOmD $r;?JB;l. 

(2 0 0mL) ^igeiCEtgN (20mL) ^Jit/Boc^O (46. 4e) ^M^s 

25 mhritcmm^^y^ h^yy^- mm^w.-, 5^1 o%g^^^ 

^/u/^^-^^) \zx^m'mmir^:ii:izxy) 3-y:z^=^/\^\i°-<W:^-i. 4- 
>?*/W;!l?:/^4-3i^/V 1 - t e r t -7"=^/^ (5 0. Og. 9 9 %) ;aSv';5<.*5i; 

(xas) 
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XS2-e#ibttfc?ftJ|^«& (5 6. Og) (r>:r.^^—fV (15 0mL) ^?Ki-2N7K 
mcfl "0 J>>imWL (3 7 5mL) S:*P^. 5 0'C-C8 b^ho Sf^jS-a^^S^^ 

(3 6. 7g, 8 0%) ;iSv^;^*5J:U5b^l^;^jg'S'«^i:UT#f>n^o 6^*^51^ 
(X@4) 

X@3T*#ibttfce-fe*&5l5 (4. 6 0g) CODMF (4 5mL) ^?g^lCWSC'H 
CI (4. 31g) . HOBt - H^O (3. 44g) ^^X^ [3, 5 - 1':^ (by 

10 ^:^v^/w] T^i^ (4. 4 0g) Sr;!)lJ;t> ^m-C2 4^M^#Ufeo 

SS^Sr y y/l';57 ^A^o-s'h^^^^'— (^JK^ggB ; 5 1 0 rof^ma^^/V/^^ 

f-^') [^-c^ilt • *t$iii-5r ^l^i (3R*. 4S*) --f*: (v-;^flc) (owm^c^ 

15 #3 (1. 3 5 g. 1 7%) dJfi-felg&^i: LT. (3R*, 4R*) ih^l^:^ 

m (omm^t^i^ (3. 7ig. 4 6%) ■a^i^'^^tvx^ti^tx^h^ito 

(3R*, 4S*) -ft::MS (E S 1 +) :4 7 5 (M-*Bu+2H) 
R f = 0 . 6 8 (50 %S^^:I^^/^/^dE-1^>') 

(3R*. 4R*) — (^c : MS (E S I +) :4 7 5 (M-^Bu+2H) 
20 Rf=0. 63 (50 %@^^^f^/^/^^1^ V) 
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wo 2005/068427 



PCT/JP2005/000627 



MS (ESI) 



(3R*. 4S*) -4- [ [ [3, 



493 
(M-^Bu+2H) 



(SR*. 4R*) -4~ [ [ [3, { h y :7/V;^np<^/U) 

:7 3::=^/p) \f^V 1 t e r t -y^^/u 



493 

(M-'Bu+2H) 



(3R*. 4S*) -4- [ [ [3. 5-l^>^ (hVy/i^y^ti^^/U) 
^V^v^/l^] T^y] ;t7/W^^/P] -3- (4 -7/^:^0- 2 



507 
(M-'Bu+2H) 



(3R*, 4R*) -4- [ [ [3, ( h V ^ ^/V) 

'<:^i^/W] ;Jt7/W3)?^/W3 -3- (4-:7/P:^n-2-7< 

^/u:7:t=;/w) fcr^y i^v- 1 -:J(j/V'^>Wtt e r t -y^/w 



507 
(M-'Bu-^2H) 



(3R*, 4S*) -4- [ [ [3-7<^/V^-5- (hy:7/W;^n7t 
'^y t^^'- 1 -^/>^>^t e r t 



421 
(M-'Bu+2H) 



(3R*. 4R*) -4- [ [ [3-;^^/i'-5- ( h y :7/W;^-n >c 
^y v'^^- 1 -:<7yWzK^K t e r t -r/^iv 



421 
(M-'Bu+2H) 



(x@i) 

7K^^b^hy!>^ (6 0%?fi'[4. 0. 7 6g) (^DMF (2 0mL) 1 — < 

>-^^/^-3-:^^y t'^-^y v^>--4-;?7/U/1?>-^^^/W (3. 32g) ^O^-^^JOx.. 
5:$>ra»i^^LfCo N--7:nn/Hf>^( h y :7/v;tpy«t5^:^;^/i-^>'-r ^ K) (5. 0 

bfdo ^tbtlf^^^ic^ (5 OmL) SoiTJ^TK (3mL) ^^^^ICi^fc Ka ^ 

^yy :^z=^)Vif.'7i^ (2. 3 2 g) . j^@f;^7y (1. 7 5 g) iBJ:t;^x h^^>^ 
(hy 7:n=/v4^;;^7>f /"^y^y^J^^ (0) (1. 4 6 g) S:^JP;t. T/i-=^^#H 

15 ^Ti 0 ot:-ci 4^ra^i«^bfco s^s^l^^^7K^-a^^/c^. ^m^^mk^^^y^ 
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- (^m^m ; 5-* 1 5 %g^^^^>'W/'-v^f->') i^X^m • mmir?> r »c j; i 
5-7cii=:/i^- 1, 2, 3, 6-7" h7t Ko fy i^:^-4-;?;>^wsj?:^ 
nst=^^/^ (4. 0 2g) ;^sgi5mfe^ft:|^ifei:L-C#ibtt;^o 
(xa2) 

5 TMlX-mhtltcit^!^ (2. OOg) (5. OmL) iS^XimWt (5. 0 

mh) m^mm^io ox:x 1 4mmmwLtio Rft^u^m^mmn^^^m^. #e> 
tLfc^iiES: I FRx^^Lxmmit^m (1 . 0 3 g) it^^^mmt Lxnhtut, 

MS (ESI+) :2 94 (M-HC 1 +H) 
5 m^tc U-C. ^ 2 (Dit^m^Wc. 

10. C^2] 







MS (ESI) 


6 


1 -'O'v'/U- 5 - (4-7/V;4-D73:rL/i/) -l. 2, 3, 
t Ka try i?!'- 4 -^/ujJ?:^!! t&gl^ 


312 
(M-HCI+H) 


7 


1 -'<>'i?/l'- 5 - (4-7/l':*-P-2-p«^/W7iii/V) -1, 2. 3.- 


326 
(M-HCI+H) 



4 - [ [ [ 3 , 5 - 1*;^ ( by y/i-7$-x2 ^/i^) v?/v] T ^ y ] ^/^^Tf^^^/i-l 

-5-:7it=/V- 2, 3, 6, 7-7" h7 t Kn- 1 H-T'^t?*>'- 1 -:3{7/W#>'@| 
15 Jif^/W- 

(X^ 1 ) 

'^^^(D:^^ (Heterocycles. 1978 (11) 267-273) i^iX 
•?'8'^Lfc5-;t#yT-tfx'?>'- 1, 4-v?;57/VJl?>'^v?Jcf^/V (0. 9 0 g) (^D 

MF (i5inL) mmi^Tkmit-r h V {6o%mm. o. 2 0g) =^m^. 
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>-) \^x^m'mm-t^:it\::xr}m^m^^ (o. 4 9g) ^#fco m^ntcm'itK 

m (0. 4 9g) (DV;V:3u^^ (1 OmL) JoitJ^TK (2mL) iS'8'?K{31t^t Kn^i^^^ 
:7ccri/V2j?7:/ (0. 2 3g) . ;^®^;^7!; !>i=s (O. 4 4g) (h 
y 7:r^/V;jN;^7>f /<yi;>^J>s (0) (0. 2 8g) ^j!jp^. T/W=?:/#H^T 

1 o->6 0%i^^^^/^/^:api^^^) t;iT5^g| • )^i!i-r5r.i(::^ 9 S-^ai^/v- 
2, 3, 6, t Kn- 1 H-T-^t":/- 1, A jVf^>WJ'=^'^^^ 

10 (0. 4 9 g) ;&54ife?ftt»i^i: LT#ibttfco 
(X^2) 

X@ 1 -e^P>tbyh>fk-a'ife ( 1 . 7 g) O 1 N;!K^>fb-:h h y i^7K^^0e ( l Om l ) 

tixxj^=^^ (somL) m^nm^ 2 ommmmumi^tio Ritm^m^ms. 

i£T(w®*Lfc„ #e>ttfc^SS<^DMF (1 5mL) Igff^ClWSC • HC 1 (1. 5 
4g) , HOBt 'HzO (1. 23g) itoXXf- [3, 5-b*>^ (h y 7/V;*-Pp<^ 
/w) ^i^^^jV] T^:^ (1. 9 5g) <Sr*P;t. ^tfci 6^ra«#Lfe„ S^Sti-a-'fe 

' it-^m (1. 2 5g) ;dSi£#.>^yXi>.^i: UX#P>tLyto 
MS (ES I +) : 5 1 5 (M+H) 
9 

l-^l^^'J/V-S- (3, 4 -e;?^ a n 7a:;=i/W -1, 2, 3. 6-7^h7tK 
25 CI t°y >?>'-4-;!57/i'7K>'®S i^^J^ 

(xmi) 

7K^'^b':^ h y e^i'v (6 0%ffl'|4. 1. 8 3g) i©DMF (4 0mL) ^ 

l^'JjV-Z-:^^)/\f^}) i?>-4-tlJV^ly^3:.^jV (8. OOg) ^ 0'Ct?;!JPx.. 
55>M^l«^LyS:o N-7 3ic=/Hf;^(hy7/V;*-ap<^>';^/U;lN>'-1'5 K) (12. 1 
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o%mm=^^/^x^^'ty) i^x^m'mmir^^t\zx<o^n^<Dmi^!^ (19. 

5 0 g) ^#fco #e>nytift3t^4fe (1 9. 0 g) h/l':^:^ (1 0 OmL) :fcJ;t;?7K 

(6raL) m^mz3, 4-i?^^P^7*=/^^J?^:/i^^ (8. 7 6 g) . mm^ V ^ 

A (4. 23 g) i3j;U5x h^df^;^ ihVy^^/^^:^7^i^) ^<yi^^J>> (0) 
(2. 9 6g) S^J!J^;^L^ T/V=?:^#H^T 1 0 O^CT- 1 4^rB^»^tUfco Sf&^S-a-ife 

-1, 2, 3, 6-x h^t KtJ e;?:^-4-;?;7W'/K:^^^^/w (1 2, o 

g) 7!)mn^m^mtLx%htitc. 

15 (Xm2) 

Xai-C#e>tl.^C'fb'g''fe (11. 8g) (Dmm OOmD *5J:t/g^^ (3 0m 

tcmtt^l FEX^f^VXmm^t^"^ O. 9 8g) d5efe56&^^U-C#P>HyS:„ 
MS (ESI+) :3 6 2 (M-HCl+H) 
20 HJS^^J 1 

(3R*, 4S*) -4- [ [ [3, 5-t';5^ ( h y ^;^v?/W] 
(;^^/W)r^y] - 3 -73ic:i/Hf^y v'i^- 1 -;!{7/V7K^gS t e r t 

^^mixmi^i^flfc (3R*, 4S*) (0. 8 6g) <^THF (lOmL) 

25 ^f^tci, :h h y •J'i^- t e r t-y h^v^ K (0. 3 1 g ) *3 iU^a ^/v- ( 0 .. 

2 0mL) ^O'C-CJtJnx.. MT-l^rrgm^^UfCo ^«S'a'^^Sr7Kt^:^^v^f^:^, 
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(0. 8 9g. 9 9%) Tb^B^f^^tVXm^inito 
MS (ESI+) :48 9 (M-*Bu + 2H) 

5 mMm 2 

(3R*, 4R*) -4- C C [3, \} 7 ^V:t^ 

10 (3R*, 4S*) -4 - [ [ [3, (hV ^>'-^?/U3 

(;^'^>'i^)T? iJ^/wJl^^/v] -3- (4-7yv;^D7ai:=.yw) f^y i;'^^- 1 

/l^jKi^^t e r t --ff-fV 

(SR*. 4R*) -4- [ [ [3. ( h y 7/V:^np<f^/U) 

15 (^f^/w)T^/] j;^;/!^^?;:^/^] -3- (4-:7yw;^a7a:i^/w) "d^^) \ -t> 

/I'TK^'^t e r t -l/'^/V 

(3R*. 4R*) -4 - [ [ [3, ( h y :7/l';^-p ;>< ^/V) ^:y^^iV\ 

;?7/W5j?^/i-] -3- (4-:7/v;^-n- 2 tr^y 

20 v'^'- 1 -;*/UJj?>'^t e r t -:/^>'W 

(3R*, 4S*) -4 - [ [ [3-7<^/V-5- ( h y :7/V;d-a;^^/W '<:^^:^ 

r t-y^yw 
25- ||Jg«?y 7 

(3R*, 4R*) -4 - [ [ [3-^^/1—5- ( h y 7/^:^0 ^ f^/W) ^:/>' 

r t --^^fy^ 
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R^-N A 


O 

11 

Tj 
1 

1 1 


Me 

-N /"""^ 






mmm 












^^*aia MS (ESI) 


1 


Boc 


H 




X) 


A. 


489 

(M- 
'BU+2H) 


2 


Boc 


H 


XX 


X) 




489 

(M- 
'BU+2H) 


3 


Boc 


H 


jo: 




507 
(M- 
'BU+2H) 


4 


Boc 


H 


XX. 




A. 


507 
(M- 
'BU+2H) 


5 


Boc 


H 


XX. 


XT' 

Me 


A. 


521 
(M- 
'BU+2H) 


6 


Boc 


- H 


x^: 


X) 


A. 


435 
(M- 
'BU+2H) 


7 


Boc 


H 




X) 


.A. 


435 
(M- 
'BU+2H) 



(3R*, 4S*) -N- [3, 5-\f:^ ( h y :7/V;ri3 ^ ^/W) ^l^i^/i-l -N 
lim««llX'#6tufc (3R*, 4S*) (O. 4 9g) (;i 4 N^'lbTK^/g^^ 

^^/w^^g (0. 9 0mL) =kmx.. 5 o'x:'(^2mmmnvtio Rf:t>m^mi:m±r 
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(0. 3 9g. 9 0%) }i\^XVt^f\>1^o 
MS (ESI+) :4 4 5 (M-HC 1 +H) 

(3R*, 4R*) -N- [3. 5-t';^(h y :7/U;tn7<f^/>)^>v^/V] -N- 
Hlfe^tJ 1 0 

10 (3R*, .4S*) -N- [3, ( h y 7/^:^0 p< f^/V) ^^'i^/]^! -3 

- (4 0 7 01=71') -N-^^/Hi'^yi^>'-4-:?57/wxK^-9-^ K Mmm. 

^mm 11. 

(3R*, 4R*) -N- [3, ( h y 7/W;*-n p< ^/V) ^^^'v^/W] -3 

15 mmm 12 

(3R*, 4R*) -N- [3, ( h y 7/1-;*- a p< 5^/V) ^X>?/V] -3 

- (4 a- 2-^^/1- 73^^/1-) -N-^^/Vtr^y >^:^-4-;*/V'jj<^f- 

mMm 1 3 

20 (3R*, 4S*) -N-P<^>'V-N- [3-7<5^/^-5- (hy7/V;^P^^ 

/W) ^>'v?/W] -3-7 3:=/Vt°^y i^i/-4-;<;/V>J<^1^^ K 
HJfe^SJ 1 4 

(3R*, 4R*) -N-;<^/l--N- [3-p<^>'W-5- ( h y 7/V;*-n 7« ^ 

/u) -<>'i;'/u] -3-7 3i=/vt'^y-v'^/-4-;«;/w4?=ar-y-^ K Mmm 
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O Me 











J0 


J0 




MS (ESI) 


8 


H 


H 






A. 


HCI 


445 
(M-HCI+H) 


9 


H 


H 




X) 




HCI 


445 
(M-HCl+H) 


10 


H 


H 






A. 


HCI 


463 
(M-HCI+H) 


11 


H 


H 




^ A,. 


HCI 


463 
(M-HCI+H) 


12 


H 


H 




^ p CFj 

A. 


HCI 


477 
(M-HCI+H) 


13 


H 


H 


X:i:: 


X) 


A. 


HCI 


391 
(M-HCI+H) 


14 


H 


H 


XX 


X) 


A 


HCI 


391 
(M-HCI+H) 



mmm 1 5 

5 l-'<>'v'/W-N- [3, 5-tr>^ ( h y ^ ^/U) ^^^v'/W] 

/W- 5 1 , 2, 3, 6 -X h7 t Kn fy >^>'-4-;^/l';J?^1^^ K 
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5 -^nhtltcit-^^ ( 0 . 5 0 g ) (Om^t'^y^::^/l^ ( 3 . 0 m L) 9 
(2 OmL) E t 3N (0. 9 6mL) tSXTl [3, 5 - 1'^ {hV7 

/vyt^ ^ ^/i^) ^ f-^^r $ > ( o . 6 7 g ) o t:i?iP;?L. ^m-e 14^ 

*Lfco n^titcmm^i^v:fj^/i-^^j^^^-^h^9'7^-' mm^m-. io-*8 

10 7 0g. 8 6%) i: b-C#<btbfeo 

MS (ESI+) :5 3 3 (M-HC 1 +H) 

HJS^sj 1 6 

15 1 -^^'^^/l^-N- [ (IS) -1- [3, ( by 7=: 

rn/V] -N-7<^/W-5-7a^^/V-l, 2, 3, 6 -f" h 7 t Kn If p i;? 

mmm 1 7 

1 — [ (IR) -1- [3, ( b y ^ ^/V) 7a. 

20 ^yu] Jif^/w] -N-^^/W- 5-^31 zi/w- 1, 2, 3, 6 h 7 b Ka t" y 
>'-4-;J^;/^5^?^1^^ K WkM. 

1 5 ~ 1 7 P> tl^jb-g-i^i^^fb^flljt^J*^ 5 (Dai 19 -Cfc 5o 



wo 200S/068427 



PCT/JP2005/000627 



s# 




R^ 






J0 




MS (ESI) 


15 


PhCHa 


H 


XX 


X) 


A. 


HCI 


533 
(M-HCI+H) 


16 


PhCHa 


(S)-Me 


XX 






HCI 


547 
(M-HCI+H) 


17 


PhCH2 


(R)-Me 


XX 


XI 




HCI 


547 
(M-HCI+H) 



mmm 1 8 

5 N- [3, ( h y 7/V;tc»^'^/V') -li-;^^JV-5-y 3:.=- 

||»J 1 5 -e^f^ttfc^b-g-^J (2. 0 5g) Ol, 2->^^ao3^^:x (2 0 m 

l-iJ'PP^^yU (3. 3mL) $r^®-C;OPx.. 1 0 CCC 

iSSrT-fe h y/l^ (2 0mL) Jll^fll^^. E t 3N (0. 6 4mL) i^iiXJ-B o 
C2O (1. Og) ^^Px.. ^S-Cl 4^^mj^Ufc:o S/Sfl^ife=^7K(-m^fc^. 

15 ^u-^W7'7^— m^nm : 1 0 -» 5 0 %i^S^rt^/v/^drif>-) ICT^^tt • *» 

$sii-Switcj;t)?sfe?fti^ii^ (1. 2 4g) trnhfy^i^o '^hicx.'k.mikm (i. 24 

g) <D:^d>y—/V (15mL) M?{C4N:^-fk7Km/@^^^^/^ (2. 4mL) mm 
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mmit^m^ ( i . o e g . 57%) t vxn ^ififto 

MS (ESI+) :4 4 3 (M-HC 1 +H) 

mmm 19 

N- C (IS) -1- [3, 5-tr;^(hy 7/V:^nj?<^/u)7 3i:^/l'] - 
N-p<^/W-5-7ai=:/V- 1, 2, 3, 6 h 7 t f ^ i^i^- 4 

10 HJS^J 2 0 . 

N- [ (IR) -1- [3. (hy ^/V;^-^^^/^ yoL^/l'l 31^71^] 

-N-;?<^/W- S-^a^^/V- 1, 2, 3, 6-x h7t Kn fi;i;'>'-4-;«/yWj}? 

nwy 1 8 ~ 2 0 xnhntc^t^!^(7)^\:^mm^\-im 6(Dm^ xh^. 

15 C^6] , 







R -N A ; 

wm 


O 

11 

Yb 


Me 












R^ 










MS (ESI) 


18 


H 


H 




X) 


A. 


HCI 


443 
(M-HCI+H) 


19 


H 


(S)-Me 




X) 




HCI 


457 
(M-HCI+H) 


20 


H 


(R)-Me 




X) 




HCI 


457 
(M-HCI+H) 
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mi&m 2 1-22 

(3R*, 4S*) -N- [ (IS) -1- [3, ( hi; 7/l';?hn ^ f^. 

K (^mt^m : .^JS««J 2 1 . Mmmi:.'^'^ : ^JS«aj 2 2) 

5 (xmi) 

HJSI^IJI 9-C#Pjny5:>fb'8^ (0. 90 g) iS^XflO%y<7i^^J>.-mm (0. 
6 0g) Oai^/w-^w (3 0mL) ^fK^ 5^/Ec07Km#H^T. 7 0*0-^1 6 

h y (2 OmL) Et3N(0. 38mL) :^XXfB o c (0. 

10 4 8 g ) . mu-^ 1 4 mmmw vtco ^jES^-a-^fej^TKt-iiv^fc^, i^^^^srs^ 
^ 7 ^ - (^iK^gga ; 5 -» 1 0 %s^^cii^/i./^df {^T^iSt • mmir^ ^k\Z 

X'0 2mm(OV'T^y'U:t-^—iim'&m^!>^iO. sag. 30%. Rf=0. 77 
15 (3 3%B^^J^^/^-/'--^i^^^) ) /c^P>t/(::e#.5e&7^ (0. 7 3g. 70%. Rf = 

0. 3 6 (3 3%g^^3;^/^/^^i^v) ) thx^n^tm^titio 

(XS2) 

Ign?#b*l.ytiS«H40«i'fe?ft:l^ii^j (0. 3 3g) (D;^^/—/U {5mL) 
{C 4 NJ^'ft^K^/i^^^^'/^^?^ (0. 6 OmL) ^iJU^. 5 0 ^T* 2 ^WJii^^ bfCo 

(0. 2 8g, 9 5%) ti^xm^nti^ 

MS (ESI+) :4 5 9 (M-HC 1 +H) 
LC (R t) : 1 0. 7^ 

[a]D2s = -129. 7° (cl. 0. MeOH) 
25 (X@ 3 ) 

x@i-c#p>ttfciS«n±<oefeifi&7i5 (0. 7 8g) (^^i^y-zw (5niL) mm^ 

4 Nli>fk7K^/'g^^3i^/W^*K (1. 3mL) iSrAP^. 5 0 tJT? 2 ^ffijl^ Lfdo S 
(0. 5 4 g. 8 3%) tbT#e>nfCo 
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MS (ESI+) :4 5 9 (M-HC l+H) 
LC (R t) : 1 0. 5^ 

la"] o^^ = +l. 9" (c l. 0, MeOH) 

mmm 2 0 x^mhintiit'B-^^m\ mmm 21-22 \z.um-r^:&^tmmi' l 
mmm 2 3 

(3R*. 4S*) -N- [ (IR) -1- [3, 5- ( by 7>'V;*-a^^ 

K mmm. mm^^t^^) 

10 llJg^O 2 4 

(3R*, 4S*) -N- C (IR) -1- [3. (hy7/W:^np«^ 
/V) -N-y^/V-3-7 3i:=/Hf^y v^>'-4-;<7/U2j?^f-5 

mmm 2 1 - 2 4 ^infc^t^!^(oii:^m^i^^nm 7(Dm<o x-h 5„ 
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PCT/JP2005/000627 







R^-N A : 


0 

II 

1 

1 1 


Me 

N /'^ — N 






















MS (ESI) 


21 

(less polar) 


H 


(S)-Me 




X) 




HCI 


459 
(M-HCI+H) 


22 

(more polar) 


H 


(S)-Me 




X) 




HCI 


459 

(M-HCI+H) 


23 
(less polar) 


H 


(R)-Me 




X) 


A. 


HCI 


459 
(M-HCI+H) 


24 

(more polar) 


H 


(R)-Me 




X) 


A. 


HCI 


459 
(M-HCI+H) 



•mmm 25 

5 (3R*, 4S*)-N^- [3, ( h y 7/V;d-np<f^7W) ^^/i^/U] -N\ 

Illfe«3j8-^#bttyt{b'a-'fe (0. 15g) ioJ;t;«Et3N (0. 0 4 4mL) 
•fchcz^hyyw (3. OmL) ^M(2:^^/Wyi^r^— b (0. 0 4 5mL)^;tJP^. 

^ 5 %^ y -/w/g^^jLf^/W icT^^IH • mssif -5 0; t> ^S^b-^^^ds e^j^ 

5fc (0. 1 4 8 8%) t LT^ibttfcio 
MS (ESI+) :5 0 2 (M+H) 
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mmm 2 e 

(3R*, 4R*) -N"- [3, ( h y :7 71^:^-0 p< ^/P) ^^/v^/W] -N 

IIWJ2 7 

N*- [3, ( M; 7/1^:^-0 ^^"✓'/V] -N^-J^^/V-N^-pt 

^/V-5-7 3i^/V- 3. 6-i;==b Kn fy v^i^- 1, 4 (2H) ->^;^/W2j?^i?- ^ 
K 

mmm 25^2? -e#p>nf::>fb'^ife(0'ft^«5g^fiS 8 9 -efc<5o 



R^-N 








R^ 




J® 




{•TADl^g MS (ESI) 


25 


CHsNHCb 


H 








502 
(M+H) 


26 


CH3NHCO 


H 


XX 


X) 


A. 


502 
(M+H) 


27 


C2H5NHCO 


H 


x: 


X) 


A. 


514 
(M+H) 



mmm 2 s 

(3R*, 4S*) - 1 -r-fe^/l^-N- [3, S-lf;^ ( b y 7/W;*-n7«^/W 
^l^i^Jl^l -N-p<^/W-3-73i=/H:''<y i^:/-4-:*/^3i}?=3E^1^5 K 

^WJ8-e#e>nyt'fl:'^ife (0. I5mg) iSitl^EtaN (0. 0 5 5mL) <Z5 
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THF (3. OmL) ^^Kt^iS'fkT-fe^/W (0. 0 4 2inL) ^M^^ ^m-^14NF 

(0. lOg. 6 6%) ^bT#ibnfc 
MS (ESH-) :48 7 (M+H) 

mmm 2 9 



(3R*, 


4R*) - 1 - 




- [3, 5- 












4-;!&/W7j?^f-^ K 


^JlWl 2 8 


~2 9-e^§P>^^fcjk'a•^fe(Z)^t:^«3S^l*: 


















0 

II 

-N >rir 

I B 


Me 


)■ 










J5) f*Jn«B MS (ESI) 


28 


CH3C0 




X) 




29 


CH3C0 


H ^nC^ 




CP, 

A . 487 
AJ>cp, (M+H) 



HJS^^ll 3 0 

(3R*, 4 8*) -1- [ {l-T±^/U\i'^V i^>'- J^/z^^^/V] 
-N- [3, {hV Z7jV:tx3 Z^'^/}^) -N-^^/W- 3 -731^ 
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mi^m8X'mhtliti\:^ (0. 24 g) . l-T-fe^/Vt'^y v;^>'-4-;?;/Vj^? 
(0. 1 3 g) ^XXJ^E t 3N (0. 0 7 OmL) J^DMF (5. OmL) 
tCWSC • HC 1 (0. 14 g) fciU^HOB t • HgO (0. 1 2 g) ^M:^. m. 

m^m (0. 2ig. 70%) tLxm^fiito 

^H-NMR (CDClg) 6:1. 60-2. 00 (6H, m)..2. 08&2. 
11 (3H, each s), 2. 40-4. 00 (12 H, m), 4. 30-4. 
10 7 0 (4H. m) , 7. 17-7. 80 (8H, m) 
MS (ESI+) :5 9 8 (M + H) 

mmm 8~i4. i8~24 X'nhinit^t^!\saisxir^fi^ivmft^-r?>:^/^^>nst 
^mm 3 1 

15 (3 R*. 4 S*) - 1 - C (1 -T-fe^/Wf^y v?>'-4--l'/l') 

-N-[ (IS) -1- [3, 5 — t'^^d- y :7/P:^-n7<^/W7ai=:/i^] 3i^/v]-n 
-p<f"/v-3-7 3^ri/nf-<y i?i^-4-;&/V';}?dE^1?-5 K iiSmmt^^) 

mmm 3 2 

(3R*, 4S*) -1- [ ( 1 -T-fe^/Pf^y v^:/- 4 --C/W 
20 -N-[ (IS) -1- [3. 5-t'^( h y P'/V^n^^y^)7 3::^/W] rc^7k]-N 
-^^/W-3-7a:r^/H:f-<y >^>'-4-;^/l'7K=¥f-^ K (i^^HHi-fk-a-i^) 
^Ji««J 3 3 

(3R*, 4 8*) -1- [ (1 -r-fe^/Vlf^y i^^>'-4->r/W 

-N-[ (IR) -1- [3. 5-t*;^(hy :7yl^;^-Dp<^/l^)7 3^-/V] ^^yl^]_N 

25 -p<^/l--3-7a:^/Wt'--iy v?:^-4-;^;/1^7j^>-y-^ K (<g;^tt'fb-a'W 

mmm 3 4 

(3R*. 4S*) -1- [ (1 -T-fef^/Wtf^y v?^-4-^/v) 
-N-[ (IR) -1— [3, 5 - f:^( h y 7/w;rap<^/^) 7 yu-] j^^/i^J-N 

-p<f^/i--3-73.=/nf'^y 4-;57/ujH=3E^-»f5 K (iS^S-tt-fk^J^) 
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mmm3 5 

(3R*, 4R*) -1- C (1 -T-fe^/Hf^i; i?>^-4-> r/W 
-N- [3, 5-t'><.( h y 7/V:tP7«^>'^)^:^v'/V] -JSt-;<'^/l^- 3 -y :ci:=^^\^ 

5 3 6 

(3R*, 4R*) -N- [3, 5-t'^(h y :7/W;t-ia^^/W)^;^i;?/U] -1- 
[ (2, 6-i^yi-^y\:^^}}i?>^-4-^/\^) ^/l-^z^/ly^^ -N-p< ^/W- 3 

mmm 3 7 

10 (3R*, 4R*) - 1 - [ (r-fe^/UT^/) T-fe^/V] -N- [3, 5 - t*;^ 

( b y 7/i^;^n p< ^/v) - N - p< f^/v- 3 - :7 y 4 

mmmss 

(3R*, 4R*) -1- [3- (T-fe^/l^T^/) :/a/NV-r/W] -N- [3,. 
15 5 h y 7'>'W;!t-p^^/W)^:^v^>'V] -N-T^^/V- 3 -73i^/H::°^y v'X- 
4-*/W7jf^f-^ K 

3 9 

(3R*. 4R*) -1- [4- (T-fe^yl^T^/) :/^y>r/^] -N- [3, 5 
-t:';^(h y :7/W;rD^f^/^)^:/i//l^] -N-;^^/W-3-:7ai::^/Ut°'<y v=:/-4 
20 K 

(3R*, 4R*) -N- [3, ih V -3 

- (4-^7/V;tn-2-7«^/l':7 3t:=:/W) -1- (p< h=¥Vr-fe^/V) -N-;**^/!^ 

25 ^»!J4 1 

(3R*. 4R*) -N- [3, 5 ( h y p p< f^/W) ^^'v^/V-] -1 

- (N, N-i?J^^/W- ^ -T^^/W) -3- (4 -7/V;i-n- 2 

mmm4 2 
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(3R*, 4R*) -N- [3, 5-\i'^ {V )) V ;^f-;V) -3 

- (4-7/V;e-n- 2-7<^>'V73i:=^/W) -N-p< "^/l^- 1 - ( 1 H— h 7 1'— /V' 

IIJS«^J4 3 

5 (3R*, 4R*) -N- [3, 5 - t'>^ ( h y p< ^/V) -1 

- [ (2, 5-v^;*-dE-y>r ^^>^y ^;^:^-4 — r/w-) r-t^/w] -3- (4-7/v;i- 

p- 2-p<f^/l'73i:=:/V) -N-p<5^/H^^y i^;^-4-;!?;/^s}?^1^^ K 
^iiM4 4 

(3R*, 4S*) -1- C (1 -T-fe^/Ut"^!; v^;/-4-^/W) 
10 -N- [3, 5-t*>^ ( h y 7/1^^0 ^^/J^) -3- (4 -7>'U;*-o 7ai 

-N-7<^/Wt'^y i^>'-4-;<7y^jJ?=¥f-^ K 
lliS«?ll4 5 

(3R*, 4R*) -1- [ (1 -r-tf"/n^^y -:^>'-4->i'/v) tuv-^^-^v^ 

-N- [3, 5-f><. ( h y ^lyiy/v] -3- (4 -^/v;*-^ 

mmm^ 6 

(3R*. 4R*) -1- [ (l-r-fe^yV-lf-ty :^^^-4 T/W) 

-N- [3, 5-tr;^(hy :7/l'^up<^/W)--^>'i?7V'] -3- (4-7/V;^n-2- 
;^^/V7 -N-^f^/Hr°^y i^>'-4-:^/^'#=¥1^^ K 
20 ||JIS^il4 7 

(3R*, 4S*) -1- [ (1 -T-fe^/U-f^y i^V-4— r/l^) ^/W^^^/W] 
-N-^^/w-N- [3-^^/v-5- Oy :7/u;i-i3^^/V') -3-7 
31 =:yHf ^ y i^i^- 4 - ;!7yU7)?dE-1h ^ K 
^»J4 8 

25 (3R*, 4R*) -1- [ (1 -T-fe^^/l^t'^y v^i/-4 -^/l-) ;^7/U^=/V] 

-N-p<^/W-N- [3-^^/W-5- (hy ^^-^^/i^] -3-7 

3i^/wt"^y i^:/-4-;3t;/^J^?=¥i^^ K 
lliS«»j4 9 

1- (N-T-fef^/Wi/y v-zW -N- [3, b-\f7^ ( h y 7/l^;^np<^/W) 
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v^/t-] -N-pt^/U-S-^aiCSiyV- 1, 2, 3, 6-7" h9t KPV^y i^:/-4- 
1- C (1 -T-fef^/vf-^y 4-^/1^) ;{;/i'3i<n/w] -N- [3, 
5 ( h y -N-p«^/W-5-73i=.>'W'- 1, 2, 3, 6- 

X h^t Ko l^y i?^^-4-;i&/^7K=3M^^ K 

mmm 51 

1- C (1 -Tir^/v-t'-^y >?^-4— r/w) :ij;i^7^:=^/]^2 -N-[ (IS) -1 

- [3, ( h y :7 3i^/V] 3^^/V]-N-^^/V- 5 
10 ai^/l^-l, 2, 3, 6-7" h7 t Kci t'y i^>'-4-:*/VjJ?^i^^ K 

HlfS^^J 5 2 

1- [ (1 -T-fe^/Vt^^y 5^>'-4— f/W) ;?7/V3!j?ri/W] -N-[ (IR) -1 

- [3. ( h y ^sl^^^I-] -N-;?< ^/V- 5 -7 

2. 3, 6-7^ b^t Ko v?>'-4-;^7/^7^?^i^^ K 
15 MMm 3 0 ~ 5 2 ■C#e>*T.yS:'ft:'g''fe<^<b^«ig^fi^ 1 0 Oil •9.'T?fcSo 



wo 200S/068427 



PCT/JP2005/000627 



O Me 

-N A : D2V_y 



R-NA; 











J0 


J0 


f>rAl«9 MS (ESI) 


30 


o 


H 




jO 




598 
(M+H) 


31 

(less polar) 


0 


(S)-Me 




X) 




612 
(M+H) 


32 

(more polar) 


o 


(S)-Me 




X) 




612 
(M+H) 


33 
(less polar) 


0 


(R)-Me 




X) 




612 
(M+H) 


34 

(more polar) 


0 


(R)-Me 




X) 


A.. 


612 
(M+H) 


35 


0 


H 


XX 


X) 




598 
(M+H) 


36 


0 


H 




XI 




584 
(M+H) 


37 




H 


ja 


X) 


A. 


544 
(M+H) 


38 


O 


H 




XJ 


A. 


558 
(M+H) 
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[^10 m^) ] 
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re -"^ J^ J® 





R 








J0 




39 




H 


XX. 


X) 




572 


40 




H 


XX. 






549 


41 


0 


H 






604 


42 


Ki*N 0 


H 




^ p CF, 
CH, -"^^^^'^^F, 


587 


43 


11° 


H 


XX , 


CH, 




617 
(M+H) 


44 


0 


H 








616 
(M+H) 


45 


0 


H 








616 
(M+H) 


46 


0 


H 


XX. 






630 
(M+H) 


47 


0 


H 


xj: 


X). 


A. 


544 
(M+H) 


48 


0 


H 


XX. 


X) 


A. 


544 
(M+H) 
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c^i 0 m^) ] 
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9 Me 

R^-N aT rz" 













J0 


1^«D«g MS (ESI) 


49 




H 


XX 


X) 


A. 


C J o 

542 
(M+H) 


50 




H 




X) 




596 
(M+H) 


51 


o 


(S)-Me 


XX 


XI 




610 
(M+H) 


52 


0 


(R)-Me 


XX 






610 
(M+H) 



MMm 5 3 

5 (3R*, 4R*) -N- [3, 5 - (h y ^ ^/V) ^:xv^/l^] -3 

n-iH-1, 2, 4- byrv'— /v-3--r/w) t'^y ^;^>'-4-;*/w 

MMmi IX^nhtltcit^m {0. 3 0 g) ^XXfm^:f3 V iO. 0 8 3m 

10 g) (^1%H20-DMF (5. OmL) Mm^5- P a p< -2, 4 - 
t Kci - 3 H-1, 2, 4- by yl^- 3 (0. 0 9 6 g ) ^ O'C'C^P 
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ymm:^^/i'mm-v^Mir^:it\^xr>i^mi\:^mt^&'^f^^ (0. 3 0g. s 

9%) kl^mhtlfto 
MS (ESI+) :5 6 0 (M-HC 1 +H) 

Mmm 5 4 

5 (3R*, 4R*) -N- [3, 5 - b':^ ih V 7 /^:tu :>t^/U) ^>-v^/W] -3 

S-i^'t Ko- 1 H- 1 , 2, 4- MJT>^— /V-3-'</V) p^'^/W] f^yi^V 
-4-;?7/u;}<=¥ih^ K 

mmmi 2-vmhinrc^\:.^m (o. aog) *5j:u^^m;^y (o. ossm 

10 g) (Z>1%H20-DMF (5. OmL) 5 - (tJ' d P ^ ^/W) -2. 4-v^ 

tKn-3H-l, 2. 4- h y ry— /V- 3-;^-:^ (0. 0 9 4 g ) ^Sr CCe^P 

txfc:^g$r5)-^H P L C ct 19 Lyho 

15 ^H-NMR (CDCI3) 6 : 1. 7 0-2. 0 0 (1 H, m) . 2. 05-2. 
40 (6H, m), 2. 75-3. 10 (6H, m). 3. 45-3. 49 (2H. 
m) . 3. 6 5-3. 8 0 (IH, m) , 4. 16 (IH, d, J = 15. OH 
z) , 4. 88 (IH, d, J = 15. OHz) , 6. 7 0-6. 8 0 (2H, 
m) , 7. 00-7. 18 (IH, m) , 7. 3 3-7. 4 0 (2H, m) , 7. 

20 7 0 - 7 . 82 (1 H, m), 10. 21(1 H. br s), 10. 3-11. 
0 (IH, b r) 

mmit^Ti^^^n^ iO. 2 8g. 7 8%) ti.Xnhiri±o 
MS (ESI+) :5 7 4 (M-HCl+H) 

25 mmm 53-54 xn^ntcit^m(Dit^mi^^itm 1 1 (^ii 9 -efoSo 



wo 2005/068427 
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mmm 5 5 

(3R*, 4R*) -N- [3. S-t'y^ ( h y -N 
mMm3Q-^nh^^ltli\L^m (0. 4 0g) . a-^-fb^^/w (0. i8mL) *3J; 

XJ^)3m.t> V (0. 19g) (DDMF (5. OmL) ^^^^ 6 Ot:-C 2 ^^^^^^U 

■kJBm^^^^ p L c iJi i 9 3lt$!i-r 5 r i: i •j^Mik-g-'fejiS u^i^^ ( o . 4 0 g . 

9 8%) t VX^hfhtl^ 
MS (E S I +) : 5 9 8 (M+H) 
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ntam MS (ESI) 



598 
(M+H) 



5 (3R*, 4R*) -1- [ (4 -T-fe'^^/V- 4 -7a::=:/Wtf i;^^'- 1 ->r 

/U) ;(;/VyJ?r:/V] -N- [3, 5 - fc'^ ( h P :7/U;rn p< ^/U) ^^'v;?/!^] -N-;>< 

IIJ!B0!l9t?#e>nyt'fk'a'ife (O. 4 8g) ^j^lJ^EtgN (0. 2 8mL) (DCH 
2CI2 (5. OmL) ^mK^ ^ri^Wt 4-^bn73i^yW' (0. 24g) ^ 

(0. 6ig, 10 0%) am^n-fto 
15 nhtifc&'^^'^MmW' (0. 3 2g) . 4-r-t^/v-4-73i^7H:f'<y i;?:/ 

ii^m (0. 1 6 g) iSXXfm^^ V ^J>^ (0. 1 5 g) <^DMF (5. OmL) ^ 

^IftSr^ffiTt'S* bfco ajSSr$>«iH P L C tc J; t) ItSi-r 5 1 1:: J: •? WMi^C^^ 
20 ^Sffi-fe^ftt^t^^ (0. 2 8g, 7 8%) t\.Xmhifltz.o 
MS (ESH-) :6 7 4 (M+H) 
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mmm 5 7 

(3R*, 4R*) -1- [ (4 -T-fe^/V— 1 - v^::^/^) - 
5 N- [3, s-t';^ ( P< ^/l^) ^X-x^/W] -N-pt^/l^- 3 

nm 5 8 

(3R*, 4R*) -1- [ [4- (Tir^/V'T^y) - 4 - 7 a^^/Wt"^ y i^^- 
;^7>'VJi^^— /w] -N- [3, 5 h y >'/v;rt3;><^/u)^>'-^/^] - 
10 N-p^f^/W-S-^ai^/Pf^y i^:/-4-;«7/V:!j?=afi^5 K 

HlfS^J 5 6 ~ 5 8 ■^=f#P>ttyt>ft:'g'ife(©'fb^at^fi^ 1 3 (^ii •? -e*>6o 
C^13] 

O Me 











J® 




ft*Dl«3 MS (ESI) 


56 


0 


H 


XX. 


X) 


A. 


674 
(M+H) 


57 


O 


H 




jO 


A;. 


599 
(M+H) 


58 


H 

o 


H 




X) 


A.. 


689 
(M+H) 



15 ^mm 5 9 

4- [ [ [3, ihVy/\^ytu;^^jU) ^>^iP/V''] T ^ / ] 

ywjjfnyv] -5-73i=^/W- 2, 3, 6, 7-X h7t Kn- IH-Tif l^^'- 1- 
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mmmsx^m^fiit^t^m d. 2 0g) <odmf (ismD m^i::. T^m^t-^ 
hv^j^' {6o%m^. 0. i3g) ^mx.. mm-r^s o^mw\.ftn. ox:\z}^m 

Vtco 'B^\\L:^^jV (2. OmL) ^Mtl^ ^m-e2^M1^#Lfc. 

^^7^- (^ji^gga; 1 0-5 0%ff^^3if"/^/'^df•t^>') t'T5)-|lt • *t$!i•r5- 
t J: «3 Mffi-fb-a-i^ ( 0 . 7 3 g . 5 9%) e^j^^ i UT^ e>nfco 

MS (ESI+) :5 2 9 (M+H) 

10 5 9 T*# e)i^fc'fk-a'^^<o>^b^#lit^^** l 4 <^j1 9 T-fc 5o 

O Me 





J0 




#jbD«9 MS (ESI) 


59 C2H5OCO H ~OC 


X) 




529 
(M+H) 



15 1- C (1 -T^^/Uf'^y ';?x-4— r/v) :!(7/w;}?=/v] -N- [3. 5-tf:^ 
( h y 7yW^c2^^yU)^i^i;?;fW) -N-7« ^/V- 5 2 , 3. 6, 7-x 
t Kp- lH-r-^t°V-4-;^/l-#=¥1^^ K 
^JS«^i|5 9-C#ib4x^'(k-^«fe (0. 5 0g) CDi^^ (3mL) ^i^XUmi (3m 
L) jS-g-^^ 14 0^-^2 2^ra^i^ bifco SJ5&®'g'«^^i^^;<7 !) •J'ixTK^'CJ^ 

nfe^«E<^DMF (lOmL) ^tCl 1 -T-fe^/Wf 4 -;3?7yVJj?>'^ (0. 
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67g).WSC*HCl (1. lOg) *5a:U^HOB t • HgO (0. 8 0 g) 

0 %p« ^ J -r-jv/'mk^f-iyy) \z.xirm ' mmt^ :iti^x\) i^it^m ( o . 59 

g, 7 4%) i!>mM^^^^tl.Xm^t\'ii^o 
MS (ES I +) : 6 1 0 (M+H) 



10 



Me 



-N 



R^-N A 





B 







. J® 




1D4^ MS (ESI) 


AcN^ 

60 ^-''Sl^ H 
0 






A. 


610 
(M+H) 



mmm e 1 

(4S*, 5R*) -1- [ (1 -T-fe^/Vt*-<y i^:/-4 — f/W) ;<7/W:iJ<^/W] 
-N- [3, 5-lf;!^(h y 7/U:ti3^^/^)^>'i^/^] -N-p«^yW- 5 
15 T■^^^>'-4-:i?;/^3^?df^^^ K 

^W!J6 0T'#p3tv/i^b-^ife (0. 34 g) 4octU^l 0%^-?9i^!>A-^m (0. 
2 0g) (Om^ (lOmL) ^f^>fc5MEE(^7K^#H^T^ 8 0 ^1? 3 ^ffi^^ UfCc 

20 5ri:Jrj:*)J^.M'fk-a'i^ (0. 3 1 g. 9 2 %) d5g{^llfe?S5K«^i: U-C#e>nyto 
MS (ESI+) :612 (M+H) 
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0 

^11 


Me 
















R 








IQl^ MS (ESI) 


61 

O 


- H o: 


X) 


A,. 


612 
(M+H) 



mmm 6 2 

5 N-[3, ( h y ^^^i?/W]-5- (3, 4 -i^^ tan 7 

ai^/W) -N-^^/V- 1, 2, 3, 6 -7^ b7 t Kn v;5^-4-;<;/V#=^r-9-^ 
K 

(xei) 

m^m9X''^^flit^[:^m (2. 5 0g) iDlll>fbf^;*-::^/W (lOmL) 8 

(2 OmL) EtgN (3. 94m L) iSXXf [3, 5 - 1'^ (h]}y 

/V;^^ p< ^/W) ^>'>5y^] ^ ^/WT ^ :x ( 2 . 7 6 g ) >^ OX:X'm^. 14^ 

15 *i--5::ilJ:.t -'^i^i^/l — N- [3, 5 -f;;^ ( h y 7/1^:^0 

v'/l-] -5- (3, 4--;^^ n n:7^=/U') -N-^^/W-1, 2, 3, 6 — r h 7 
t H'u t-y vJ:/-4-;(7/l':!i?=Sr1h$ K (3. 6 3 g) i>&'&.^^t i^X'^htitCo 
(X@2) 

I@l •C#ibn^'fb'g'«fe (3. 6 3g) «Z)^nn7^/WA (lOmL) ^^ejl^^'PP 
20 l-t^'DOJi^/V (8. OmL) ^Sr^M-e^P^. 1 0 CCT' 1 f^W^i«^bfCo 



97 
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(20mL) EtgN (1. 26mL) i^iiXJ^B o c (1. 32 

^m^m^m (2. eig) -drnfiintc, #p>tt;fe«5t^«ifei (o. sog) <D?i^/- 

)V (20mL) ^T^}:i4 N^^fbTK^/g^^^^/l^ (1. 3 1 m L) ^WL^Mtl^ 5 

m\^'^mii^^^n^ (o. 7 2g) ^bT#e>*vfco 

MS (ESH-) :511 (M-HC 1 +H) 

mmm e 3 

1- [ ( 1 -T-lr^yvt°--^y — < fV) f})Vft^=^fV] -N- [3, 
15 ( h y 7/l';rcip<f^/V) ^:^v?/W] -5- (3, A-i/^ s^^/V) -N-^^ 

/p- 1, 2, 3, 6-7" h9 1 Kci fy v^:^-4-;*/^^^?=¥i^^ K 

HWlie 2-e#P>n/!:>fb-g''feiSrfflV\ ||»!l3 o{c|B^i-s;&-?5fei:l^^i-SJ^; • M 
Si-Swi:lc:J:9=^M^b'^i^*5^fe^^?^@<*: (0. 20g, 8 2%) LT#P>n 

20 MS (ESI+) :6 6 4 (M + H) 

%im\ 6 4 

1- [ [4- (Tir^/vr^/) -4-7 3i^/Hf'<y i?:^- l->r/V] J^/l'^:^ 
/k] -N- [3, 5-lf>^ (h y ^V'v'/V] -5- (3, 4-v^^ 

-N-^5^/w- l. 2, 3, 6— r h7t Knif y v'>'-4-;<;/^xJ? 

25 K 

2.'(i''^hf^tz.\^'^m (0. 2 0g) ioJ;t;JEt3N (0. lOmL) (DT 
•feh^hy/W(5. OmL) ^^eeiZl^nn:^?^ 4 -= h o :7a.ri>^V ( 0 . 089 
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ntm^. mm^iiiEET\^m^\.tz. mhixitBm(DDMF (5. omD mm\^. 

v^j^ (0. log) ^Mx.. 5ox:'(^2^mmwLrco Rj:tM^m^7i<.\zm^fm. 
±^m^mwt:^'^/]^x*t^m Lit. ^mm^mamtr^^^^^j^Tmm^^xfn^'k 

^:Lt\tx^ mmit-^itm'&.mviii^ ( 0 . 1 9 g . 68%) t u-c# e>n:rco 

MS (ESI+) :7 5 5 (M+H) 

mt^m 6 5 

1- [ [4- (Tir^/WT^y) - 4--7 ^^^1-^°^]} 1 /^l Tir^ 

10 /l^] -N- [3, S-fc';^ ( by 7/W;tP/<5^/V) -5- (3, 4--:;^^?' 

nP73i=/w) 2, 3, 6-7" h7t Knt:'!;e^>'-4-:*/V2K 

K mmm. 

IIJfi««J6 2T-#^ttfc>fk-a^i|ft> (0. 2 0g) *5i;t;«Et3N (0. lOmL) (DT 

±h=^hV^l^ (1 OmL) ^m\^y^'^T±^/\^^ ^ V K (0. 0 6 1 mL) ^ OX^ 

mm^umy\z.m^\^it. mhi\.it.mft<DUM¥ (5, omD a-t 

■ir^/VT$/-4-7=i^/Vt'^y i;^^' (0. 1 9 g) *3^t^j^m;{; ^ A 

(0. lOg) 5 ot:i?i 4^pflm#bfc„ s;^;^'a'^^<Sr7Kt;l^iv^fc^, it 

:Lb\z.ii^m^fmm (0. i7g. 60%) D^mhfitio mhfiti^^m^i^m 

25 MS (ESI+) : 7 6 9 (M + H) 

mMm 6 6 

1- [3- [4- (r-fe^yPT^y) -4-7a:^/wt''<y 1 — f/W] T'n 

^^y^r^'H -N- [3, {V}}yfVy!ru:^^;V) ^^^""JM -5- (3, 4 

-i^:J^ I3n73:=/U) -N-^^/U- 1, 2, 3, 6 — r h 7 t Kp t' y -:^>'- 4 - 
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mMme 2-(^mhnitit^^ (o. 2 0g) i6i:Xf3~-:fti^:^ui^:t:=-/^^^V 

MS (E S I +) : 7 8 3 (M+H) 

mmm 6 2 ~ 6 6 x-m^initit^^(o^\^^m^\-im 1 7 9 -efc 
c^i 7] 
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1 1 
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Me 
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mmm 
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H 






A. 
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(M-HCI+H) 
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H 


XX 




A. 




664 
(M+H) 
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XX 
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A. 




755 
(M+H) 


65 
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XX 


xc 


A. 


HCI 


769 
(M-HCI+H) 


66 


0 


H 


.ex 


xc: A. 


HCI 


783 
(M-HQ+H) 



(3R*. 4R*) -N- [3, 5 -t*><. ( h y ^/v;^^^?^/^) -<:/v?yv] -3 
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^mmi 2'cm^intci\::^m io. 20g). .i2-:i-^y\f^Vi^>'-i — r 

(0. 13g) i^XXJ^Bt^N (0. 0 7 0mL) (DDMF (5. 0 m L) 
^flg^(CWS C • HC 1 (0. 1 4 g) *5<fcUJHOB t • HgO (0. 12g)^;tJDX.x 

(0. i5g. 6 2%) tLxm(!^nrco 

MS (ESI+) :6 0 2 (M+H) 

mmmes 

(3R*, 4R*) -N- [3. ( h y 7/V;rn ^ ^/l^) -1 

- [ (2, 5 -v^:^=3py fn y >?>'- 1 — f/W) T-fe^/W] - 3- 
15 2 -;^^/W:7 3:::^/V) -N-p< ^^^/Wf^y v^':^- 4 -;&/^2}?#-y- 5 K 

6 9 

[t r a n s - 4- [ C (3R*, 4R*) -4- C [ [3, 5 - t'J^ ( h y 7/1- 
;^-n;^^/V) T^y] ;^7/W7}?r^/V'] -3- (4-:7/P^n-2 

/V) t:°^y 1 -^/W] ;{7/U'xK^/W] -^-^ a^:^v//^] ;^7/W^^ 

20 t e r t -Zf'f-f^y 

•mm,m 7 0 

(3R*, 4R*) -1- [trans - (4 -T $ / ;^/V5!j?^ 
/W] -N- [3, ( b y ^>'v?/V] -3- (4-7/^:?^^ 

- 2 -^f^/^:7=:^yV) -N-^^/H:°^y i^>^-4 K :iL^:^ 

25 ^W!l6 gT'^ej^Xfcft^-a-J^ (2. 1 0 g) (D^i?/— /I- (1 OmL) ^f^(^4N 
^'fkTK^/e^^^'^/l-^^S ( 3 . 0 m L) ^Mtl. 5 0 t:-C 2 ^Wk^ b^-o K^^iS 

Og. 10 0%) i: LT^Cjtvyto 
MS (£3 1 +) : 6 0 2 (M-HC 1 +H) 



101 



wo 2005/068427 PCT/JP2005/000627 

mmm 7 1 

(3R*, 4R*)-l-[[trans-4- iT±=f-/\^T ^ / ) i^^ a^^i^ 
5 /U] ^jU7j^^/]^2 -N- [3, ( h y -3- 

( 4 T- o - 2 - ^/V'^ a^^/U) - N - p« ^/l^ y 4 - ;<7/V';j?^i^ 5 

K 

HJfe^J 7 2 

[ (3R*, 4R*) -4- [ [ [3, 5-1::*^ ( h y :7/W;^-a ^ ^l^i? 

10 /y] (^^/i^) r^/] :^/U7i^=^/u2 -3- (4-7/w;rt3-2-^^/W7 3i^/i^) 

MMmi 2-Qnh^^lfcit^^ (0. 3 0g) io^tl^EtaN (0. 12mL) <OC 
H2CI2 (lOmL) mm^^'^/^^ ^i3a^y;j-#->/V^ (0. 2 0 m L) ^ 

7%) ^LT^tPj^feo 
MS (E S 1 +) : 5 7 7 (M+H) 

mmm 7 3 

20 (3R*, 4R*) -1- [r^y i:t^y) Tir^yv] -N- [3, 5 - 

( h y 7/V;rnp<5^/V') ^^^v^/v] - 3 - , (4 -7/w;ro- 2 -p< ^/u:7 3.=/W - 
N- ^ ^/Hf ^ y v^i^- 4 -;!^;/^7}?=^i^ 5 K 
mMm 7 2 -vmhtifciii^i^^ iO. lOg) d3J:u?2 8%r:^^-T7K d. Om 

L) (1. omL) mm^mw^. 1 0 o'cx4mmMwvit. m^^rn^ 

3l^/^-^d^•t^>- (1:1)) {ciT^St . )|t$!i-r5w<i:{'a:«J^M'(b'a'#)d5&fe7F^ 
(0. 0 30 g. 3 3%) i bT#P>Jxfeo 
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^H-NMR (CDCI3) S : 1. 80-2. 10 (2H. m) , 2. 30-3. 
70 (IIH, m) , 4, 20 ( 1 H, d, J = 15. OHz) , 4. 50-5. 6 
6 (3H, m) , 4. 84 ( 1 H, d, J = 15. OHz) , 6. 70-7. 10 
(3H, m) , 7. 3 5-7. 4 6 (2H. m) , 7. 7 3-7. 8 5 (IH, m) 
5 MS (ESH-) :54 8 (M+H) 

mmm 7 4 

(3R*. 4R*) -N- [3. 5-tf^ ( 7^^;^ o ;^ ^/V) -3 
10 - {4-7^V:tX3- 2-;^^/vy -N - f-zU- 1 - [ {;^^J^T^/) 

i:t'^y) T-fe^/^] l^^!;i^>'-4-;*/^^}?^1^5 K 
IIJS^II 7 5 

(3R*, 4R*) -N*- [3, 5-t';^ ( h y ^ ^/V-) ^l^i^/l^l -3 

15 K 

mnmi 2Xnhfl1tit^m (O. 15g) jSjlU^EtgN (O. 0 8 2mL) (D 
THF (3mL) b y s}^;^^^^ (0. 17g) SrO*C"t?*P;t2 O^reit^^Uyt 

2 8%T>'^^T7K (1. OmL) ^^-r^ 2 AmfmW\^1^o RJt^M^ 

^l/^)U^fVij=7 J^i^'^-^V^yy >{— (^^a^SB; 0-»l 0%;><i$'/— /w/S^^^ 
f^yi— ^=¥1^:^ (1:1)) (cr^SI- )ft$Si't-5wa:l^J:t)^M4b'g-i^*sS^i^5l5 
(0. lOg, 6 7%) iL-C#P>tbfCo 
'H-NMR (CDCI3) 61. 90-2. 10 (2H, m), 2. 34-2. 
25 4 7 ( 3H, m) , 2. 75-3. 20 (6H, m) , 3. 40-3. 55 (IH, 
m), 3. 80-3. 95 (IH, m), 4. 10-4. 30 (IH, m), 4. 2 
1 (IH, d, J = 15. OHz) . 4. 4 0-4. 6 0 (2H, m) , 4. 82 
(IH, d. J = 15. OHz) , 6. 7 0-6. 8 6 (2H, m) , 7. 00-7. 
08 (IH. m), 7. 35-7. 45 (2H, m), 7. 73-7. 84 (IH, 
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m) 

MS (ESH-) :5 20 (M+H) 

5 mmm 7 e 

(3R*, 4R*) -N*- [3, 5-1:*:^ {hVy/l-:tu;^'^/\^) -3 

mmm ? 7 

10 (3R*, 4R*) -1- (N-T•fef^/^^y 'WW) -N- [3, 5 - 1':^ ih]) 

y?V';tr^i^'f-fV) -3- (4 -7/V:^n- 2 -N-7< 

f^/v y i^:/- 4 -j^/w^^f - 5 K 

HWlJ 1 2-C#ibtVfc'fb'a'«^ (0. 20g) . N-T-fe^/W^y-V:^ (0. 060 
g) ioiU^EtgN (0. 0 8 2mL) (^DMF (5. OmL) ^?^(c:WSC«HC 

15 1 (0. 1 1 g) *5it/HOB t-H2O(0. 090g) 4r^Px.. ^m-e2 4^^ 

Tfe (0. 17g. 7 6%) i:L-C^^ixfc 
20 ^H-NMR (CDCI3) 6 : 1. 80-2. 10 (5H. m) , 2. 35-4. 
25 (14H, m) , 4. 4 5-4. 90 (2H, m) . 6. 60-7. 10 (4H, 
m), 7. 34-7. 46 (2H, m), 7. 73-7. 85 (IH, m) 
MS (ES I +) : 5 7 6 (M+H) 

^Jfe^ili 2T*#f>ttyc^b'g'i^*3iTj« (2. 6-v'^=^y t°^y i^^-4— -r/v) 

mmm i a 

(3R*, 4R*) -N- [3, 5-lf^ ( h y 7/^:^0 p< ^/W) ^^'t^/V] -1 

- [ (2. 6-^^;t=¥y t'^y C^:^-4-^/v) ;57yVjK=^/v] -3- (4-7/V:^ci 

- 2 -7<^/W7^::^yl') -N-^f^yUt°^y v^:/- 4 -;^7/^4?=^1^^: K 
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(3R*, 4R*) -N- [3, 5-}^:^ ( h y 7/l-;*-ci ^ ^/U) ^l^i^/U^ ~3 
— {A--7?V7^n-2-/''f'/\^yzci=^;v) [ ( 1 - :?< '^/l'- 2 , 

6 -iyy^^y\f^]) i^l^- 4 — OV) jV7f.::^jVl t'^y 4 -;*7/W4?^-y- ^ K 

IIJfe«?ij7 8-e#P>tl^'fb'^'fe (0. 2 0g) . a^^^b^^/W (O. OSSmD *5 
X.X^mM:fJ }) t7 (0. 0 9 0g) ODMF (5. OmL) 6 0'C'e4 f^W^ 

#^ttfcam^5^5iH P L C J; I? Mi^fS r i: {^iJ: 0 ^M-ftS-a^i^id^ ^fe^^^ ( o . 
2 1 10 0%) t L-C#e>tl/fCo 
MS (ESI+) :6 3 0 (M+H) 

mmm 8 0 

(3R*, 4R*) -N''- [3, ( h y ;^ ^/W) -<>;v^/W] - 3 

^1ife««J 6 7-80 ■cm^tl/c^fk'g'ifeO^fb^jt^^^ 1 8 c^ii T'fc 5o 
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H 






616 
(M+H) 


69 


II 
0 


H 
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[^18 m^) ] 



PCT/JP20O5/000627 




1 

( 1 ) mmm i (Dit^^ i o m g 

(2) fL«l 6 Omg 

(3) 3 — i^j:^^— 3 5mg 
Id (4) t Kodf-i/'T'o tT/V-p^^/V-feyl^o— >^ 3mg 

(5) ;^7"Ti; 2mg 

mmmi'Cmhtltci\:^mi Omg <b?L!^6 OmgioJ:t/=i — V^^J'-^a 5mg 
Oj'B-^i^i^^ 1 Oa4%t KndE^v':7'ci tVU^f^/^-fe/H^ — ;;?.7K^r^0 . 0 SmL 
(t Kodf-VT'p tVWp<f^/V-fe/H3— b-C3mg) ^ffiV^-CS*S{k bfc^. 4 
15 Ot:t?|S;«|Ll$iai-5o ^§?>tLfclSi|S[Sr;^xTy >'K-^^^v''?A2mg ^r^S-a-b. 
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fo^SlJffil 70me 
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^^t^- •F' 1) '^v'llife-c^ >y :3t '2'>' t*7 a ^ m u 
vO^ >^~/Vv^ tx^v^v**^ omg 












:y^iy(r>-Ad^^^ o 0 7mL ("pI^+i'T^i/T/i^i: 
























(1) n^cnn^v':/ 


5 . Omg 




(2) tftJS 


2 0. Omg 


15 


(3) Mm7i<^ 


^]t2. OmLir-r^ 



r^*2. OmLi:i-5„ ^Te?«:6iaU M«#fefl^Tl- 2 mL<Z)r i^^^/HC^^-TSo 

20 (1) ai=i'^->Zf 5 Omg 

(2) h— ;^ 3 4mg 

(3) h^'enzii^'i^ 10. 6mg 

(4) h!J^^n = vilSit& ((^?)^^) 5mg 

(5) ><.7^r y 0. 4mg 
25 (6) ;&>'VzK='ev'^ f^/Hr/WP— J^j^/Uv-l^A 2 Omg 

H- 12 Omg 

Si*{;l^^£v^±fB (l) ~ (6) ^^S-g-b. fi-^^fet-J: "9 ^M^ntio 
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^mm 1 yi^^v iJ^^ K v^-f^ -ss-a-ffiwsn* (thy i^^^wnmu ( i m- 

31 A . Ji— • i/J^ y (M. A. Cascieri) {.^V^za."?— y r ^ ''y— 
5 (Molecular Pharmacology) 4 2#, 4 5 8 H (1 9 9 2^^tT) ) ^<r>:)j^^^^ 
b-Cfflv^fco b y ^-/-^^s^jNBia (IM-9) J:»?^i!ibfeo IM-9« 

(2X10Wls/mL) S:^5@^3 BWJ§# (1 y 2/ h/W bfc^. 500XG-C 

7hy— CAT. No. 28-103-05) ^rfflV^T llH^Jfei^ bfc^. 3 0m 
10 L<Z>1 2 OmM:^^t:-^-h y 5 mMjg'fk:* y 2 /i g/'mL=^^^i5'^>'> 

4 0 ;i g/'mL/^->' h^V^', 5 |i g/'niL7l>;^2^7 ^ K:^^ 0. 5mM73i^/W;?< 
f-jVT.jva^^ivy fVy^^p ^ K. 1 mMJ^^V>'v?T^ XEi^^^-g-tf 5 OmMhy 
;^ • mBMmWL (pH 7. 4) tfJ-CJi^y hw:^ • jJ^^y^-Yif— C=Sr^-^^;* 

(Kinematika) ^dtM. ^fflV^'C^fe#L. 4 0, 0 0 0 X G 2 0 

15 m vfco ^mm=^±w^mn 3 o m l -c 2 u/tm. s^a^^p^p i: ltj^^ c- 

8 0*0 <5S:#L;^o 

wOMiPoSrO. 5mg/mL<Z)^>'/^j5'ig^tc:)^):6<t Pt^SJt&^®*« C5 0mMb 
y • ti^i^WSS! ( P H 7 . 4 ) . 0 . 0 2 %4^Jkmr/Wy 5 1 mM7 ai::^/^^ 

K. 2 M g/mL^^r^X^^^:/, 4 0 ;u g/mL^<v' 
20 ix:^, 3mM:^'fb-^:^;5f>'] (C^^L. 1 0 0 M 1 ^l:^S^Sl-'^fflUfc<, i^^T^/K 
"«I-BHSP (0. 4 6KBq) ^*P;t^ 0. 2 mL(^S:/^^>i^«^^'^^^ 2 St:-^. 
3 O^RH^^^^ito 0ile^mmf^^M\t2x 1 0-«Mlc/ji5 J: ? lei-y-:/;^^' i^;?^ P^rfiS 

Si;£;^x -fe/WN— C2 9 0 PHD. '>-^:/y ixv^ • -7"^ / ni;?— . ^ 

25 (Cambridge Technology, Inc.) ^±M. ^fflVNT. ^y:^^^ 

CGF/B, I7 5'h-^>' (Whatman) ^djSi, ^HD JiJ^^jIiSia UXS^t>i£r^ 
JhU. 2 5 0m 1<^0. 0 2%'f=JkmTyV:;^^i^«:-^tf5 OmMhy -SISf^W^K 
(pH7. 4) -e3lHli5ti^L. 7>f yv^— ±lc:a^ofei^lt^tt^;^>"^ • — 
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[^19] 





I CgoiS 


t (nM) 


1 2 


0. 


0 5 1 


3 0 


0. 


0 4 9 


3 5 


0. 


0 9 8 


4 0 


0. 


0 5 8 


4 1 


0. 


0 2 5 


4 2 


0. 


0 2 2 


4 3 


0. 


0 6 4 


4 4 


0. 


0 19 


4 5 


0. 


0 5 2 


4 6 


0. 


0 4 7 


5 4 


0. 


0 3 6 


7 3 


0. 


0 5 2 


7 5 


0. 


0 3 5 


7 7 


0. 


0 4 3 



25 

;2t^WJS«. B;$:T'mJ^$tbfcii^m2 0 0 4- 7 3 7 3^^«8i: UT*5I9, ^(D^U 
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Bm^. (1) y^^'^fi^m^^xu 

(2) Ci_6T/^:¥/VS 

Rii65. (1) Ti^mm^. 

(3) .^C : -(C = 0)-R=^\ -(C = 0)-OR='' 'bb< 

-(C = 0)-NR^' R' 
C^cp> R^' « 
(a) tK^M^ 

(c) (i) ii^fcit2m<D:t^y^u^mtvx^vx\^^xi>x<. 

(i i) C,_6T/W=¥-'V-:*/v^i^/V'T^/S. 

(i i i) ^y-^fcftv'-Ci.eT/W^/WT^yS. *3<tU^ 

(v i ) Cj.eT/W^^i^S 

b 51 f€ n S e«iS ^ W L -C V ^ -Cb J: V ^ C 1 _ e T/w^/wS. 

(d) Ci_6T/V='=^v'S. 
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(f) ;i57/W^^^/V'S> 

(g) C,_6r/l^='^rv'-;*/V2j?r:/us/^;/t{* 

(h) Ci.eT/l^df^/l'-J^/W^^^r/l^S, 

4. (3R*, 4S*) -1- [ (1 -T-fe^/Hf^y v?>'-4->l'/V) 

/w] -N- [3, ( by -N-^^/u-3-:7 

10 3.=/H::°^!; i^i^-4-;{7/^Ji^?:a^^i^^ K> 

(3R*. 4R*) -N- [3, 5-f>^ ( h ^ 7/l^;t-n ^ ^/W) -3 

- (4— 7/1^:^0- 2-^^/V7icr:/V) -N-p<^/V-l- [ (5-:^^y— 4, 
S-^x^t Kn- IH- 1. 2, 4- h !;T>^>-/U-3-^yv) f^Ui^i^- 
4-;i^/^7Jfd^i^5 K. 

15 (3R*, 4R*) -1- [T^y (:r^y) T-fe^/l^] -N- [3, 5 - fc'P^ 

ihVy/^:tu;^^M ^>'i^/Ul -3- (4 -7'/W:*-p - 2 -^^/U^cc^/U) - 

(3R*. 4R*) -N"- [3, ( h y 7/V:^P ^ f^/V) -O-i^/W] -3 

- (4-:7/W;*-n- 2-p<^/W7ai^/W) -N^^-pl ^/Vt'^y v?X- 1 . 4— v';j{7 

20 K. 

(3R*, 4R*) -1- (N-T-fef^/Ui/y -WW -N- [3, 5 - 1':^ (hy 
^/V^tOT^^/W -<>'v?>'W] -3- (4-7/l^;ri3-2-^'5^/w:73i^/W) -N-^ 

5 . 1 W^<D\t^m(D-:fxi Yv y 

25 6. »5it^llH«c^'(t:'g-i^*fc:(4-=e(?5:/n K7 5/i5^^^^^i-'5^^o 
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